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Title: PINCS-1: protocol for a feasibility study investigating the
acceptability and accuracy of cervical screening and self-sampling in

women at 6-weeks postnatal

Abstract

Introduction

Cervical screening rates in the UK are falling, limiting our ability to prevent cervical cancer. Pea

incidence of cervical cancer coincides with average age of childbirth and women with young childre

ﬁu?doo?q paloalolid

are less likely to be screened. Current guidelines advise waiting 12-weeks after delivery to perform;

Ul Yy

cervical screening, but this recommendation is not based on evidence from the era of liquid- based

Erlpn
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cytology (LBC) or high-risk Human Papilloma Virus (hrHPV) testing. New mums suggested that cervicalz
screening could be offered at 6-weeks post-delivery, in conjunction with the postnatal check-up with

the general practice team in primary care.

Methods and analysis

A study of 100 participants will be performed to assess feasibility and acceptability of cervical screening
at 6- and 12-weeks postnatal, with urine self-sampling at each time point. This will inform whether

women are prepared to undergo cervical screening at 6-weeks postnatal and feasibility of a future pair-

Iw elep pue 1xa) 01 pajejdu sasn o

wise diagnostic test accuracy study, or whether alternative study designs are needed. At eachg_
appointment, participants will complete a questionnaire about their experience and thoughts regarding&f>

screening. Sub-studies ask participants who withdraw or decline their reasons, to identify barriers. Thes

ulure

study will move to a second phase, when 100 participants will be individually randomised to sampllngg
at 6-weeks or 12-weeks, once 100 participants have completed the 6-week screen in PINCS-1, or

recruitment is poor, indicating that a paired-sample design is not feasible.

Ethics and dissemination

iBojouyoal rejiwis pue

Ethical approval for PINCS-1 was given by the Stanmore Research Ethics Committee. The resultsa
including participant feedback at each stage, will inform design of large studies to determine accuracy'm
and clinical impact of cervical screening at 6-weeks postnatal, identifying whether giving choice will
improve screening uptake. Data will inform sample size needed for future studies to have adequate
power. Results will also inform future NHS Cervical Screening Programme management. Results will
be shared via scientific publication and via conventional and social media channels accessed by young

women.
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Strengths and limitations of PINCS-1

Strengths

e The first study to focus on acceptability and reliability of screening, including self-sampling in

postnatal women, to test hypothesis and generate data to inform further study design, following

o

recommendations by Elridge et al.’ %

e Multiple points at which acceptability will be assessed by collecting participants’ views and§
<

participant-reported outcomes. §

e Offering self-screening at the time of another appointment was a successful strategy in theé
YouScreen study.? =
Limitations g
e This study has a limited sample size and is not statistically powered to evaluate the diagnostic(gh
test accuracy or the impact of offering screening during postnatal visits on overall screening§
uptake g

e Screening will be performed in secondary care settings throughout this study. However,g
o

anticipated changes to screening would be expected to be relevant to primary care in the futureg
studies. 5

[oX

)

QD

3

Introduction 5
>

Cervical cancer is one of the most preventable malignancies encountered worldwide, due to az
combination of primary prevention (HPV vaccination) and secondary prevention (cervical screening)é'
strategies. Global elimination of cervical cancer is a key World Health Organisation strategy.34 By 2022%
cervical screening coverage rates in England had fallen to 66% in women/people with a cervix aged%
25-49 years, and to less than 50% in some areas. This is markedly below the National Health Servicei:j
Cervical Screening Programme (NHS CSP) standard of 80%. The majority of cervical cancers now'gT
occur in under-screened women 57. Women with young children under 5 years of age are less likely to
participate in cervical screening, as are individuals from ethnic minority backgrounds and Iower'{’Ig
socioeconomic groups, and these groups are also more likely to have had more children and at a

younger age.®

Peak incidence of cervical cancer in the UK between 2016 and 2019 was in the 30-34-year-old cohort,

followed by cases in women aged 25 to 29.° This coincides with the average age of mothers giving
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birth in England and Wales of 30.9 years.'® Our local cervical cancer audit between 2016 and 2017
identified that 15% of women diagnosed with cervical cancer were currently, or had recently been,
pregnant and had been eligible for cervical screening in pregnancy or postnatally, but none had
attended. We found that 50% of women were overdue for cervical screening by the end of their
pregnancy and by 6 months postnatal more than half had still not attended screening.' This quality
improvement (QIl) project included canvassed views of new mothers/parents and primary care
providers, through focus groups, which identified causes of poor uptake and generated ideas fora-EJ
change.’ One idea, from both new mothers and primary care practice staff, was to offer postnatali

o

cervical screening at the 6-week postnatal check-up, facilitating easier attendance for women by<

02

reducing barriers.? Self-testing for high-risk Human Papilloma Virus (hrHPV) was also suggested to;J

ybu

improve screening uptake. Interestingly, offering opportunistic self-screening at a GP appointment, was=

o
o\°
au

demonstrated to be an effective strategy in the recent YouScreen study, potentially leading to a 7.

Buipn|

improvement in overall screening rates.2 13

There are numerous barriers to screening in young women, including a perception that this age group

are not at risk, inadequate knowledge, and fear of pain, discomfort and embarrassment. However

Ui eTep pue 1Xa) 0] paje|al sasn 1o}

being busy and not getting around to having a test were independent factors, regardless of screening
status' 1 Our work showed that we could improve uptake by 8% in the postnatal cohort, largely by
improving education of midwives and women in pregnancy.' Detailed quantitative and qualitative
feedback in the pre-PINCS acceptability study (unpublished data) alongside the previous QI projects
focus groups, told us that new parents have many competing priorities and often struggle to address2.

their own health needs.

uluren |y ‘Bul

NICE guidelines recommend a 6-week postnatal check for mothers and babies, which is attended by=

ue

78% of eligible people.'® 17 This appointment provides an opportunity for healthcare professionals to=

discuss multiple topics: infant feeding, lifestyle advice, contraception and health promotion, incIuding:

1 Jejlwis

discussion of cervical screening.'” ' New mothers and primary care staff told us that offering to combineg
this visit with postnatal cervical screening would remove a significant barrier, particularly as ‘just putting§
it off was the most common reason for younger women being out-of-date for screening in a study by‘r‘j

Jo’s Cervical Cancer Trust.!®

National guidance currently advises waiting 12 weeks after childbirth for a routine cervical screening
test if it was due in pregnancy.2® This recommendation is based on one comparison of conventional
cytology with Papanicolaou smear testing at 4- vs. 6- vs. 8-weeks postnatal in just 55

participants.?! There were increased inflammatory changes in Papanicolaou smears taken earlier,
For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml
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leading to more false-positive, low-grade results. However, this pre-dates hrHPV primary testing (or
triage) and liquid-based cytology (LBC), which dramatically improve the ability to test even inflammatory

samples, and those contaminated by blood and lochia.

An Irish observational study, including 556 postnatal women, reported no difference in inadequate
cervical sample rates when the cervical sample was taken at 6-weeks postnatal using LBC compared
to a non-pregnant gynaecological population consisting of 1429 women.??2 Using LBC appears to

negate the previously held belief that postnatal cervical samples should be delayed until 12-weeks

109]0.1d

postpartum. HPV-testing was not conducted in this study and there have been no studies directly@

q

comparing LBC cervical screening samples at different postnatal time points in a diagnostic testg

accuracy (DTA) context. Furthermore, hrHPV infection rates are similar during and outside of<§

11yb

pregnancy, although these studies performed hrHPV tests at varying postnatal intervals, ranging from=

au

45 days 23 to 6-months2* and used swabs rather than clinician-collected LBC samples. This variationz

p
G20z Ael\ 0€ Uo T0.260-7202-uadolwa/9eTT 0T Se paystignd 1s41y :uado CING

limits the applicability of these findings to current UK practice. The current recommendations to delay«gl
o

cervical screening until 12-weeks postpartum are therefore based on long-held perceived wisdom,

rather than sound evidence of differences in DTA using current screening methods.

Many women struggle to undergo conventional cervical screening, especially those in higher-risk and
socioeconomically disadvantaged groups.?® hrHPV testing using self-sampling methods offers an

alternative and improves screening uptake in under-screened women.26 However, previous studies

elep pue 1xa] 0] pare|al sasn J

jooyasaboysnwseiq

have not specifically targeted postnatal women, whose feelings on vaginal sampling may be affecteds -

by recent birth experiences. Our project also provides an opportunity to test the feasibility &E'

acceptability’? of self-testing for hrHPV in urine samples at 6- and 12-weeks postnatal, alongsidea—>

]

conventional testing.

pue ‘Bulurel

We have investigated the acceptability of cervical screening earlier in the postnatal period in ae

w

quantitative and qualitative attitudes study (Pre-PINCS — National Institute for Health and Careg
Research (NIHR) Central Portfolio Management System (CPMS) ID: 55489). Preliminary analysesg
suggest that over two-thirds of respondents would be willing to take part in a clinical study of 6-week§
clinician-taken cervical screening and nearly 8 out of every 10 would be willing to take partin a study_‘g
of self-testing with urine samples (unpublished results; n = 454). Over half of the participants agreed or
strongly agreed that they would be more likely to have cervical screening if offered at the time of their

postnatal check-up, with only 1 in 13 disagreeing or strongly disagreeing to this (unpublished results).

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml
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Aim

PINCS is a two-phase study with a paired-sample study design (PINCS-1) performed at 6 and 12-
weeks postpartum, followed by a randomised two-arm feasibility study in phase 2 (PINCS-2, which will
be published as a separate protocol), comparing sampling at 6- or 12-weeks postnatal with the overall

aim of assessing the acceptability and feasibility of these study designs in comparing cervical screening

and self-testing at 6- versus 12-weeks postnatal.

Y

S

3

g

Objectives of PINCS-1 <
@]

©

The primary objective is to evaluate a paired-sample study design investigating the acceptability ofé-
cervical screening at 6-weeks postpartum, willingness to have repeat screening at 12-weeksg.
postpartum, and to evaluate the feasibility for a larger-scale trial. g
@

)

The secondary objectives are: e
1. To evaluate acceptability of clinician-taken cervical samples and self-collected urine samples%
for screening tests in those who decline, and in those who consent both at 6- and 12-weeks§

[¢°]

using questionnaire data. o

2. To assess the quality of cervical samples from clinician-taken samples at 6-weeks postnatal. ;

X

3. To determine the agreement in hrHPV status at 6- and 12-weeks postnatal between clinician-3
taken cervical samples and self-collected urine samples. >

5

3

Methods and analysis a
>

Study design S

PINCS-1 is a paired feasibility study to investigate the acceptability of cervical screening and urine self-

ue

sampling in postnatal women at 6-weeks and 12-weeks postnatal.

Study setting

Bojouyoal Jejiwis p

The primary study site will be Somerset NHS Foundation Trust. Several study sites across South West

sal

England will also collaborate in this study, recruiting participants, completing study visits and data

collection. Somerset NHS Foundation Trust act as the study sponsor.
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Patient and public involvement (PPI)

This study was instigated following the direct request by stakeholders, when investigating methods to
reduce barriers to cervical screening in recently pregnant women/people.!" Multiple ideas for change
were generated through stakeholder groups involving new mothers, young women who had a cervical
cancer diagnosed shortly after pregnancy, and primary care staff directly involved in both postnatal
care and cervical screening. In addition to suggestions about improving education about cervical

screening for midwives and pregnant women/new parents, both public and healthcare participants

pPa13310.1d

identified two areas to target: earlier postnatal screening potentially at the time of the postnatal GP

appointment and the use of self-screening methods.

B11Adoo Aq

We worked with local Maternity Voices groups, whose members included women from marginalised

oury

communities, to design study materials, questionnaires and semi-structured interviews for the pre-=

PINCS study, which is currently undergoing analysis. Pre-PINCS was a two-phase study consisting ofé
o

a questionnaire and in-depth qualitative analysis of semi-structured interviews. This was performed toc

SaS

gather information, from pregnant women and people within 5-years of their last childbirth, about the=

[}
acceptability and feasibility of the PINCS studies; these results directly informed the PINCS study§
design and materials, with specific feedback from participants. g
3
Participants and recruitment S
3

Potential participants will be identified by members of their existing clinical care team including GPS,E'
community or hospital midwifes, health visitors, practice nurses or obstetricians, alongside the Iocalé
research teams, both antenatally and up to 6-weeks postnatal. Potential participants may also self—%:
identify through publicity literature on recruitment sites and via the social media channels of’;
gynaecological cancer charities (e.g. GO Girls, Eve Appeal) and local and national social media groups;
for new mothers (e.g. Mumsnet). Publicity will be in the form of posters and leaflets, distributed viai—;
social media, at antenatal events, and at routine appointments or shared through the electronicg
maternity care record. Potential participants will be given a participant information leaflet and, if§
interested in taking part, they will be referred to a member of the study team. A screening and eligibility_g'
questionnaire will be completed with all potential participants and, if eligible and consenting to proceed,

an electronic consent form will be completed with an investigator. Participants will be informed of their

right to rescind consent at any point during the study and provided with information on how to do this.

Recruitment to PINCS-1 will end when at least 100 recruited participants have attended and completed

both clinician-taken cervical sgp&lli_ﬁnd//%rlne S If-samgle t the 6-week %ﬂpomtment and have

or peer revi ttp://bmjopen.omj.com/site/about/guidelines.xht
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attended or declined to attend their 12-week appointment. If participants withdraw prior to the 6-week
sample, further participants will be recruited. In the instance of low recruitment, an earlier end point
may be initiated following discussion with the Independent Trial Steering Committee (ITSC).
Commencement of PINCS-2 will proceed after review of results of PINCS-1 by the ITSC to confirm that

differences in testing at 6-week vs. 12-weeks are within acceptable limits to proceed safely.

Inclusion criteria
e 24.5 years (24 years and 183 days or greater on day of consent) to <65 years old
e Female with a cervix (regardless of gender identity)
e Currently pregnant or within 6-weeks of delivery

e Able to give informed consent

Exclusion criteria

Buipnjour ‘1ybuAdoo Aq paroalold

e Absence of a cervix
e Not eligible for the NHS CSP

e Unable to give fully informed consent

The study is open to all those eligible for cervical screening, regardless of screening status. To

understand the reasons for non-participation and to establish an uptake rate, a cohort of 100 potential

elep pue 1x3) 0] pale|al sasn 10}
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participants will be approached and the acceptance rate recorded. All those who decline to participate

will be given the opportunity to describe the reasons behind this. All participants who initially consentz.

:5

to the study, but choose to withdraw, will be offered a short electronic questionnaire to identify any‘g

v

concerns and barriers to participation.

Sample size

pue ‘Buluren |

This study will aim to recruit at least 100 participants to PINCS-1. This sample size was choseng.

[1uat

following findings from the pre-PINCS study regarding manageable recruitment in postnatal patients as®

(4]
(2]

well as input from statisticians and other experienced researchers with experience in feasibility studies.S

ou

PINCS-2 will aim to recruit another 100 participants, randomised to either 6- or 12-week testing, withg
self-sampling with both urine and vaginal swabs at the same visit, allowing direct comparison ofg
acceptability in this cohort. This sample size will provide a standard error on uptake at most 2.5% on
each proportion, which we judge to be suitable for assessing acceptability and feasibility of a
subsequent paired study design for accuracy. It will inform us as to how prepared women are to undergo

cervical screening with a speculum examination at 6-weeks postnatal, and the feasibility of a paired-

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml
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sample design using repeat testing in the same participant with clinician- and/or self-samples at both,

or either, time points.

Study visits

The study will consist of a screening and consent appointment followed by two study visits (see Figure
1). At each study visit, participants will undergo clinician-taken cervical screening samples using a
speculum examination and cervical sample/sweep test, for hrHPV testing and cytology at 6-weeks®
postnatal. They will also undergo hrHPV testing using urine samples collected in a Colli-pee® device

at both time points, to ascertain the agreement with clinician-taken sampling and the acceptability to

Aq pa12a10

participants at both time points.2”

B11Ado9o

We will perform a patient questionnaire after sampling (web-based or paper), at both 6- and 12- weeks,

pnjour 1y

to ascertain acceptability (concordance with protocol), feasibility (ability to recruit), patient-reported

Bul

outcomes, including discomfort of testing, preferences regarding timing of screening and attitudes tog
introducing the option of screening at the 6-week postnatal check up in the GP practice. %
o
)
3
Management of cytology and urine samples S
L]
X
Cytology samples performed following a hrHPV positive test will be dual labelled with patient identifyings
o
information and study details/study number and stored and managed in accordance with NHS CSPg
QD
guidance. S
5
>

Results of the cytological assessment on hrHPV negative samples, which would not ordinarily be=

ure

performed as part of the NHS CSP, will not be uploaded to the NHS Cervical Screening Administrations;

Service (CSAS), but will be recorded for the purposes of the study and acted on within the studyé

@

protocol. Cytology samples from hrHPV-negative tests at 6-weeks postnatal will be destroyed at the

3
end of the study period and not made available to CSAS for future audit. %
(4]
=
Management of results and further cervical screening will depend upon previous cervical screeningg
D

history (whether up to date at time of study, or not), attendance for both samples, and results of”
screening (see Figure 2 and Figure 3). Participants will be contacted with results and management
plan, questions about further management answered, and asked about any adverse events, as well as

being encouraged to self-report adverse events to the study team.
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Urine samples will be labelled with the study details and study ID number and will be destroyed after

testing and communication of results with the study team.

Data collection

Each participant will be assigned a unique study ID following consent to participate. All trial data will be

uploaded to the secure web application for managing data, REDCap, which will host the electronic®

—

Case Report Form (eCRF). The study co-ordinators will be responsible for analysing and monitorings

9]0

pa

the data from all sites and thus will have full access to the inputted information and local investigatorsz

will be able to access the data from their site only.

Statistical analysis

uipnjoul ‘1ybiAdoo A

Full details of the statistical analysis will be described in a statistical analysis plan that will be Written‘g

1

c

@)
n

BIEP pUR 1X3] 0] pale|al sas
jooyasaboysnwseiq

and finalised before data lock. The primary outcomes are binary variables. We will estimate 95%

for each using Wilson’s method.

Discussion

Enhancing cervical screening uptake is a healthcare priority, as adequate screening rates lead tos-

.u.

reduced incidences of precancerous and cancerous changes in the cervix.%7 There is a clear need forg
research in methods to improve attendance of cervical screening in younger women due to a lack ofE
proven strategies in the current literature.?® Pregnancy provides several points of contact to engage%
patients in health promotion through the increased access to healthcare and provides a valuableg

o
opportunity to educate and organise cervical screening, especially in ‘hardly reached’ groups.'0 11 29¢.

w

Offering opportunistic self-sampling in a healthcare setting during a pre-existing appointment withS_E
vaginal swabs to non-attenders achieved uptake rates of 55.9% in a recent study, compared with onlyg
12.9% of those sent test kits via direct-mail.2 They found that urine self-sampling was preferred to§
vaginal sampling (41.9% vs. 15.4%), especially among women from ethnic minorities.'® From ourg
preliminary unpublished attitudes to self-sampling data, this is likely to be even more pertinent to the
postnatal cohort. However, this work also highlighted that the idea of self-sampling is not preferable to
all. The data from YouScreen support our hypothesis that offering increased choice, and opportunities
for testing when people are otherwise attending primary care appointments, is important to improve
screening rates. Women have identified making and attending appointments as a significant barrier to
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screening and therefore it is essential to minimise process-based restrictions that limit accessibility to
screening services.'® 30 Combining screening with postnatal check-ups offers a golden opportunity to
inform women, promote self-care and provide low-effort access to screening. This may require
increased flexibility of primary care appointments, unless self-sampling is accurate enough to allow this
as an alternative and support a redirection to focus of postnatal care on maternal healthcare needs,

not just those of their babies.

pPa13310.1d

We outline the protocol for a study evaluating the feasibility and acceptability of cervical screening usingg

o

pair-wise sampling of clinician-taken cervical screening tests and self-testing with urine samples at 6-<

02

and 12-weeks postnatal. Providing there is minimal difference in inadequacy rates of screening andE

Q'

hrHPV positive rates at 6- and 12-weeks in PINCS-1, which is not anticipated based on previous data,=

we will perform a second feasibility study (PINCS-2) that aims to recruit 100 participants who will bea

pn|
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randomised to LBC screening at 6- or 12-weeks postnatal. Urine and vaginal swab self-sampling will5
be performed at the time of LBC screening. This further study will assess feasibility of individual consentg
and randomisation. Uptake to the study, and acceptability of LBC screening at 6-weeks in the:
consented study sample, will inform whether progression to a definitive trial is justified N= 503
participants per arm will provide precision of at least 3.5% on the proportion who accept the invitation,
which we judge sufficient to determine feasibility. A major amendment to our ethics agreement will be
required for PINCS-2 and a separate open protocol will be published once this is in place. For both

feasibility study phases (PINCS-1 and PINCS-2) we will invite women to join regardless of screening

lUIW Blep pue 1xa) 0] pale|al

status at the end of pregnancy, to maximise participation. We will conduct subgroup analyses of uptake=

by screening status to determine feasibility of then doing the same for the definitive study.

uluren |y ‘Bul

Overall, through the PINCS studies we anticipate establishing the level of acceptability and feasibility=

ue

to inform design of two further studies and which is best to take forward. First, a DTA study to determlneg
the accuracy of screening for hrHPV and cytological abnormalities at 6-weeks postnatal. This wﬂli
compare the inadequacy rates, sensitivity and specificity of cervical screening at 6- versus 12- weeksg
postnatal, informing whether offering earlier postnatal screening is accurate. Provisional power§
calculations, based on inadequacy rates, estimated requiring over 1000 participants for a formal DTAE
of cervical screening at 6-week postnatal, hence why this feasibility study is required before embarking.

on such a significant undertaking. Data from PINCS-1 will inform this study design and size for

adequate power.

Second, a randomised control trial (RCT) to examine the effect of earlier postnatal screening on

screening uptake rates, as well as the longer-term clinical outcomes, such as rates of high-grade
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cervical intraepithelial neoplasia (CIN) at subsequent screening tests. Our proposed feasibility studies
will determine whether, in this future RCT, it is reasonable and cost-effective to randomise individual
participants to screening at 6- or 12 -weeks. If this design is not feasible, a different design will be
needed. For example, randomisation without prior consent, such as through applying for a CAG-251

exemption, or a pragmatic cluster-randomised design, such as that employed with YouScreen.?

Self-administered vaginal swabs and urine samples for hrHPV testing are under-evaluation.2 27 313

-
o
—_
@
(2]

However, this research will provide crucial insights into postnatal individuals' experiences with, andg

ap
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preferences for different self-sampling methods. These data will help determine the appropriate sample<
sizes needed to evaluate the accuracy and safety of these self-sampling techniques in future studie

involving postnatal cohorts, as well as and influencing future changes to the NHS CSP.

Ethics and dissemination

Buipnjoul ‘1qﬁu/?(’10:)

Ethics

Ethical approval for PINCS-1 was granted by the Stanmore Research Ethics Committee for this study
(IRAS project 1D:321696; REC reference:24/L.0O/0206), was adopted by the NIHR Clinical Research
Network (CRN) Portfolio (CPMS ID 60494 ) and is registered on the International Standard Randomised
Controlled Trial Number (ISRCTN) registry (ISRCTN10071810;
https://doi.org/10.1186/ISRCTN10071810).

ue 1x3] 0] pale|al sasn 10}

Publication and dissemination plan

Buruiw erep p

Study results will be published as a PhD thesis and high impact peer-reviewed papers, as well asé—f
presentations at national and international meetings. They will also be presented to Maternity Voice%j
Groups, gynaecological oncological charities, Mumsnet and local maternity social media sites. Any data§
arising from this study will be published and presented in an open-access peer-review journal. Thei
manuscript will be deposited with the University of Exeter, according to the University of Exeter’sg%'

policies and data sharing policies.

‘salbojouyoa

Individual participant data sharing statement

To ensure participant anonymity is safeguarded and subject to any reasonable and necessary delay,
pseudonymised research data will be securely archived to a repository following publication of the
results where they will be stored indefinitely. These data may be used in future research, here or
abroad, and shared, subject to reasonable requests, approved by the sponsor, host institution and the

regulatory authorities.
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Figure legends

Figure 1: PINCS-1 participant flowchart. NTDD = Next Test Due Date.
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Figure 2: PINCS-1 study flowchart for those having samples at 6- and 12-weeks. NHS CSP = NHS
Cervical Screening Programme; NTDD = Next Test Due Date; hrHPV = high risk Human Papilloma

Virus; DTA = diagnostic test accuracy; PROM = patient reported outcome measures
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Figure 3: PINCS-1 study flowchart for those having samples at 6-weeks who do not attend for their 12-
week sample. NHS CSP = NHS Cervical Screening Programme; NTDD = Next Test Due Date; hrHPV
= high risk Human Papilloma Virus.
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Title:

Postnatal Instead of Normally Timed Cervical Screening (PINCS-1): a protocol for a feasibility study of
paired-sample cervical screening and urine self-sampling at 6- and 12-weeks postnatal in the United

Kingdom
Abstract

Introduction

pPa13310.1d

Cervical screening rates in the United Kingdon (UK) are falling, limiting our ability to prevent cervical

Aq

cancer. Peak incidence of cervical cancer coincides with average age of childbirth and women withg
young children are less likely to be screened. Current UK guidelines advise waiting 12-weeks afterg.
delivery to perform cervical screening, but this recommendation is not based on evidence from the era*i
of liquid-based cytology (LBC) or high-risk Human Papillomavirus (hrHPV) testing. New mumsé
suggested offering cervical screening at 6-weeks post-delivery, in conjunction with the postnatal check-‘§
up with the general practice team in primary care. This study aims to assess the feasibility andg

acceptability of a paired-sample study design for cervical screening at 6- and 12-weeks postnatal.

Methods and analysis

A study of 100 participants will be performed to assess feasibility and acceptability of cervical screening

at both 6- and 12-weeks postnatal, with urine self-sampling using a Colli-pee collection device at each

Tep pue 1xa} 0] parejal sa

time point. This will inform whether women are prepared to undergo cervical screening at 6-weeks

uliulw e

postnatal and feasibility of a future pair-wise diagnostic test accuracy (of HPV and abnormal cervical@
cytology) study, or whether alternative study designs are needed. Participants must be aged 24.5 to 6435
years-old and eligible for the National Health Service Cervical Screening Programme (NHS CSP). Atg;
each appointment, participants will complete a questionnaire about their experience and thoughts§
regarding screening. Sub-studies ask participants who withdraw or decline to participate their reasons,i
to identify barriers. The study will close to recruitment once 100 participants have completed the 6-3—;
week screen in PINCS-1, or recruitment is poor and not 50% recruited by 6 months, indicating that a8

paired-sample design is not feasible.

‘saibojouy

Ethics and dissemination

Ethical approval for PINCS-1 was given by the Stanmore Research Ethics Committee. The results,
including participant feedback at each stage. The results and ongoing participant feedback, built into

the trial design, will inform the design of large studies to determine accuracy and clinical impact of

3
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cervical screening at 6-weeks postnatal, identifying whether giving choice (e.g., from timing of
appointments and/or offering self-sampling) will improve screening uptake. Data will inform sample size
needed for future studies to have adequate power. Results will also inform future NHS Cervical
Screening Programme management. Results will be shared via scientific publication and via

conventional and social media channels accessed by young women.

Strengths and limitations of PINCS-1

Strengths

Adoo Aq pajoaloid

e To our knowledge this is the first study to focus on acceptability and reliability of cervicalz

—

ybir

screening, including urine self-sampling in postnatal women, to test hypothesis and generate

u

data to inform further study design, following recommendations by Elridge et al." g

e There are multiple points at which acceptability will be assessed by collecting participants’ views‘gh
and participant-reported outcomes. §

e Data collection tools have been developed using participant responses in the pre-PINCS study,23

)

to ensure applicability to the postnatal population. 3

o

e Pilot diagnostic test accuracy data will inform the sample size calculation for future studies. 8

»

a

Limitations 2
e Screening will be performed in secondary care throughout this study, as this study is designed%

to test the feasibility of a future paired sample diagnostic test accuracy study, not the effect onﬁi
uptake in a primary care setting; this is a separate question, requiring different study design. E:J

»

a

: 3
Introduction 5
@

Cervical cancer is one of the most preventable malignancies encountered worldwide, due to a3

1Bojo

v17-739 uawiredaq Je G20z ‘2T aung uo jwod fwg uadolway/:diy woly papeojumod '520Z AeIN 0E U0 T0.Z60-7202-uadolwa/9eTT 0T Se paysiignd isiiy :uado rINg

combination of primary prevention (HPV vaccination) and secondary prevention (cervical screening

S9

strategies. Global elimination of cervical cancer is a key World Health Organisation strategy.34 By 2022,
cervical screening coverage rates in England had fallen to 66% in women/people with a cervix aged
25-49 years, and to less than 50% in some areas. This is markedly below the NHS CSP standard of
80%. The maijority of cervical cancers now occur in under-screened women.5’ Women with young

children under 5 years of age are less likely to participate in cervical screening, as are individuals from
4
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ethnic minority backgrounds and lower socioeconomic groups, and these groups are also more likely

to have had more children and at a younger age.®

Peak incidence of cervical cancer in the UK between 2016 and 2019 was in the 30-34-year-old cohort,
followed by cases in women aged 25 to 29.° This coincides with the average age of mothers giving
birth in England and Wales of 30.9 years.'® Our local cervical cancer audit between 2016 and 2017

identified that 15% of women diagnosed with cervical cancer were currently, or had recently been,g

pa12a1

pregnant and had been eligible for cervical screening in pregnancy or postnatally, but none hadg

attended. We found that 50% of women were overdue for cervical screening by the end of their

pregnancy and by 6 months postnatal more than half had still not attended screening.'” This qualit ’E
improvement (QIl) project included canvassed views of new mothers/parents and primary care‘g

providers, through focus groups, which identified causes of poor uptake and generated ideas fora

pn|

V11-739 wswuredsd e GZoz ‘2T aunr uo /wod fwg uadolway/:dny wolj pspeojumod "sz0z AN 0€ U0 T0.Z60-202-uadolwa/oeTT 0T Se paysiignd 1si1) :uadO NG

change.' One idea, from both new mothers and primary care practice staff, was to offer postnatals

16

cervical screening at the 6-week postnatal check-up, facilitating easier attendance for women byg
reducing barriers.'2 Self-sampling for high-risk Human Papillomavirus (hrHPV) was also suggested to§
improve screening uptake. Interestingly, offering opportunistic vaginal self-sampling at a GP
appointment, was demonstrated to be an effective strategy in the recent YouScreen study, potentially

leading to a 7.6% improvement in overall screening rates.'3 14

There are numerous barriers to screening in young women, including a perception that this age group

are not at risk, inadequate knowledge, and fear of pain, discomfort and embarrassment. However,2

Bululw BIEp pue 1xa] 0] pale|al

being busy and not getting around to having a test were independent factors, regardless of screening'>
status.’® ® Our work showed that we could improve uptake by 8% in the postnatal cohort, largely byg.
improving education of midwives and women in pregnancy.' Detailed quantitative and qualitativeﬁg
feedback in the pre-PINCS acceptability study (unpublished data) alongside the previous QI project%
focus groups, told us that new parents have many competing priorities and often struggle to address=

e|iwl

their own health needs.

‘salfojouyoal I

National Institute for Health and Care Excellence (NICE) guidelines recommend a 6-week postnatal
check for mothers and babies, which is attended by 78% of eligible people.'” 8 This appointment
provides an opportunity for healthcare professionals to discuss multiple topics: infant feeding, lifestyle
advice, contraception and health promotion, including discussion of cervical screening.’® 1 New

mothers and primary care staff told us that offering to combine this visit with postnatal cervical screening

5
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would remove a significant barrier, particularly as ‘just putting it off was the most common reason for

younger women being out-of-date for screening in a study by Jo’s Cervical Cancer Trust.?0

UK national guidance currently advises waiting 12 weeks after childbirth for a routine cervical screening
test if it was due in pregnancy.?! This recommendation is based on one comparison of conventional
cytology with Papanicolaou smear testing at 4- vs. 6- vs. 8-weeks postnatal in just 55

participants.??2 There were increased inflammatory changes in Papanicolaou smears taken earlier,

810910Jd

leading to more false-positive, low-grade results. However, this pre-dates hrHPV primary testing (or
triage) and liquid-based cytology (LBC), which dramatically improve the ability to test even inflammator

samples, and those contaminated by blood and lochia.

An Irish observational study, including 556 postnatal women, reported no difference in inadequate:

ul 1qﬁu/(doofq p

|19

cervical sample rates when the cervical sample was taken at 6-weeks postnatal using LBC comparedC

uip

to a non-pregnant gynaecological population consisting of 1429 women.?® Using LBC appears toQ
negate the previously held belief that postnatal cervical samples should be delayed until 12—weeksg
postpartum. HPV-testing was not conducted in this study and there have been no studies directly%
comparing LBC cervical screening samples at different postnatal time points in a diagnostic test
accuracy (DTA) context. Furthermore, hrHPV infection rates are similar during and outside of
pregnancy, although these studies performed hrHPV tests at varying postnatal intervals, ranging from
45 days?* to 6-months?® and used vaginal swabs rather than clinician-collected LBC samples. This

variation limits the applicability of these findings to current UK practice. The current recommendatlons

uruiw ejep pue 1xal 0} pared

to delay cervical screening until 12-weeks postpartum are therefore based on long-held perceiveds

wisdom, rather than sound evidence of differences in DTA using current screening methods.

ue ‘Buiuren |v ‘b

Many women struggle to undergo conventional cervical screening, especially those in higher-risk and
socioeconomically disadvantaged groups.?®6 hrHPV testing using self-sampling methods offers ang
alternative and improves screening uptake in under-screened women.2” 22 However, previous studiesi
have not specifically targeted postnatal women,?® 2° whose feelings on vaginal sampling may beg
affected by recent birth experiences. Our project also provides an opportunity to test the feasibility &g
acceptability’? of self-sampling for hrHPV in urine samples at 6- and 12-weeks postnatal, alongside_@

conventional testing.

We have investigated the acceptability of cervical screening earlier in the postnatal period in a

quantitative and qualitative attitudes study (Pre-PINCS — National Institute for Health and Care

6
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Research (NIHR) Central Portfolio Management System (CPMS) ID: 55489).2 Preliminary analyses
suggest that over two-thirds of respondents would be willing to take part in a clinical study of 6-week
clinician-taken cervical screening and nearly 8 out of every 10 would be willing to take part in a study
of self-sampling with urine samples (unpublished data).2 Over half of the participants agreed or strongly
agreed that they would be more likely to have cervical screening if offered at the time of their postnatal
check-up (unpublished data). Although this current study is set within the well-established NHS CSP,
offering opportunistic cervical screening at the time of the postnatal check-up also offers significant-.fJ

advantages to countries without organised call-recall screening programmes.

Aim

PINCS is a two-phase study, this protocol refers to PINCS-1, a paired-sample study design postpartum

pnj u! ‘1ybuiAdoo Aq paloal

comparing cervical screening performed at 6- or 12-weeks postnatal. The overall aim will be to assessg
the acceptability and feasibility of this study design in comparing conventional cervical screening andS

self-sampling at 6- versus 12-weeks postnatal.

Objectives of PINCS-1

Primary objective:

e To evaluate the feasibility of a paired-sample study design for a future larger scale trial

Ul €1ep pue 1xa) 0} paje|al sasn

investigating the acceptability of cervical screening at 6-weeks postpartum and willingness tos

have repeat screening at 12-weeks postpartum.

e ‘Buiuren |y ‘6u!

The secondary objectives are:

e To evaluate acceptability of clinician-taken cervical samples and self-collected urine samples for:
screening tests in those who decline, and in those who consent both at 6- and 12-weeks uslng3
questionnaire data.

e To assess the quality of cervical samples from clinician-taken samples at 6-weeks postnatal
through inadequacy rates.

e To determine the agreement in hrHPV status at 6- and 12-weeks postnatal between clinician
taken cervical samples and self-collected urine samples.

091 Je|l
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Methods and analysis

Study design

PINCS-1 is a paired feasibility study to investigate the acceptability of cervical screening and urine self-

sampling in postnatal women at 6-weeks and 12-weeks postnatal.

Study setting

pPa13310.1d

q

G20z Ael\ 0€ Uo T0.260-7202-uadolwa/9eTT 0T Se paystignd 1s41y :uado CING

The primary study site will be Somerset NHS Foundation Trust. Two further study sites across Southg

02

West England will collaborate in this study (Royal Devon and Exeter NHS Trust and Royal Cornwalks

LA

NHS Foundation Trust), recruiting participants, completing study visits and data collection. Each site is5
a Gynaecological Cancer Centre. Somerset NHS Foundation Trust act as the study sponsor. The study3

planned start date is April 2024 (opened August 2024). Recruitment will end when at least 100 recruitedS

§

participants have attended and completed clinician-taken cervical screening at their six-weekg

appointment and have attended, or declined to attend, their 12-week appointment. If participantsg

=
1)

withdraw before the 6-week sample, further participants will be recruited, so that at least 10 o
participants have their 6-week samples performed. The study will end once all participants have§
completed follow up, as described above, and data have been collected and analysed. In the instance§
of low recruitment, an earlier end point may be initiated following discussion with the Independent Trial§
[oX
Steering Committee. Anticipated end date is April 2027. s
3
5
>
Patient and public involvement (PPI) %j

This study was instigated following the direct request by stakeholders, when investigating methods to%
reduce barriers to cervical screening in recently pregnant women/people.' Multiple ideas for change‘é:

were generated through stakeholder groups involving new mothers, young women who had a cervical®

uyoa

cancer diagnosed shortly after pregnancy, and primary care staff directly involved in both postnatal

care and cervical screening. In addition to suggestions about improving education about cervica

"sa1b60|0

screening for midwives and pregnant women/new parents, both public and healthcare participants
identified two areas to target: earlier postnatal screening potentially at the time of the postnatal GP

appointment and the use of self-screening methods.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

* jooyoasaboysnwselq

Vv11-Z39 wswiedaq 1e 6zZoz ‘ZT aunr uo ywod fwg-uadolway/:diy wouy papeojumod


http://bmjopen.bmj.com/

oNOYTULT D WN =

BMJ Open Page 10 of 38

We worked with local Maternity Voices groups, whose members included women from marginalised
communities to design study materials, questionnaires and semi-structured interviews for the pre-
PINCS study, which is currently undergoing analysis. Pre-PINCS was a two-phase study consisting of
a questionnaire and in-depth qualitative analysis of semi-structured interviews. This was performed to
gather information, from pregnant women and people within 5-years of their last childbirth, about the
acceptability and feasibility of the PINCS studies; these results directly informed the PINCS study

design and materials, with specific feedback from participants.

Participants and recruitment

11Adoo Aqg pa1oa10id

Potential participants can be identified by members of their existing clinical care team including GPs,&
community or hospital midwifes, health visitors, practice nurses or obstetricians, or will be approachedé'

if eligible by the local research teams, both antenatally and up to 6-weeks postnatal, in an inpatient or%

§

outpatient setting. Potential participants may also self-identify through publicity literature on recruitmentz
sites and via the social media channels of gynaecological cancer charities (e.g. GO Girls, Eve Appeal)
and local and national social media groups for new mothers (e.g. Mumsnet). Publicity will be in the form
of posters and leaflets, distributed via social media, at antenatal events, and at routine appointments
or shared through the electronic maternity care record. Potential participants will be given a participant

information leaflet and, if interested in taking part, they will be referred to a member of the study team.

elep pue 1Xa] 0] pare|al sasn J

A screening and eligibility questionnaire will be completed with all potential participants and, if eligible

lutw

and consenting to proceed, an electronic consent form will be completed with an investigator.5

Participants will be informed of their right to rescind consent at any point during the study and provided:

with information on how to do this.

‘Buiureny |VOBu

Recruitment to PINCS-1 will end when at least 100 recruited participants have attended and completed

IS pue

both clinician-taken cervical sample and urine self-sample at the 6-week appointment and haves

Q
attended or declined to attend their 12-week appointment. If participants withdraw prior to the 6-weekz

sample, further participants will be recruited. In the instance of low recruitment, an earlier end pointg
may be initiated following discussion with the Independent Trial Steering Committee (ITSC). The study%
will be performed in secondary care, to limit number of sites required and control for variability ofsn
cervical sampling from multiple cervical screeners. This is because this study will examine the feasibility
of a future large paired-sample study, comparing diagnostic test accuracy of cervical screening at 6-
and 12-weeks postnatal. A different study design will be required in a further study to test the effect on

uptake of cervical screening, if offered at the 6-week postnatal check-up. This further study will
9
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necessarily be conducted in primary care settings. However, we will need to confirm that this is safe
and acceptable to the postnatal population before testing within the wider cervical screening

programme.

Inclusion criteria
e 245 years (24 years and 183 days or greater on day of consent) to <65 years old
e Female with a cervix (regardless of gender identity)
e Currently pregnant or within 6-weeks of delivery
e Able to give informed consent
Exclusion criteria
e Absence of a cervix
e Not eligible for the NHS CSP

e Unable to give fully informed consent

Buipnjour ‘1ybuAdoo Aq paroalold

The study is open to all those eligible for cervical screening, regardless of screening status. To
understand the reasons for non-participation and to establish an uptake rate, a cohort of 100 potential
participants will be approached and the acceptance rate recorded. All those who decline to participate

will be given the opportunity to describe the reasons behind this. All participants who initially consent

BIEP pUE 1X3] 0] pPale|al sasn 10}

to the study, but choose to withdraw, will be offered a short electronic questionnaire to identify any

concerns and barriers to participation.

11V ‘Butuiw

Sample size

el

This study will aim to recruit at least 100 participants to PINCS-1. This sample size was chosen2

3]

following findings from the pre-PINCS study regarding manageable recruitment in postnatal patients asg
well as input from statisticians and other experienced researchers with experience in feasibility studies.zg
This sample size will provide a standard error on uptake at most 2.5% on each proportion, which weg
judge to be suitable for assessing acceptability and feasibility of a subsequent paired study design for%

- . . : o
accuracy. It will inform us as to how prepared women are to undergo cervical screening with a speculumg

Q
®
o

examination at 6-weeks postnatal, and the feasibility of a paired-sample design using repeat testing in

the same participant with clinician- and/or self-samples at both, or either, time points.

10
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Study visits

The study will consist of an eligibility screening and consent appointment followed by two study visits
(see Figure 1). At each study visit, participants will undergo clinician-taken cervical screening samples,
by a accredited clinician, using a speculum examination and Cervex™ brush for hrHPV testing and
cytology at 6-weeks postnatal. They will also undergo hrHPV testing using first void urine samples

collected with a 10 ml Colli-pee® device (prior to the clinician-taken sample) at both time points, to

a10.d

ascertain the agreement with clinician-taken sampling and the acceptability to participants at both time

points.

ybuAdoo Ag pai1o

We will perform a patient questionnaire after sampling (web-based or paper), at both 6- and 12- weeks

'
to ascertain acceptability (concordance with protocol), feasibility (ability to recruit), patient-reportedg.

outcomes, including discomfort of testing, preferences regarding timing of screening and attitudes tos

introducing the option of screening at the 6-week postnatal check up in the GP practice. This is base

on a questionnaire used in a previous study, following feedback from patients and participants.

Management of cytology and urine samples

1X3] 0] pale|al sasn .IOJ%U
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All 6-week cervical samples will undergo initial steps in the laboratory, to allow for safe storage, and

saved for processing once the 12-week sample is due. If the participant attends for 6-week sampling

w elep pue

but subsequently withdraws from the study prior to 12-weeks, their 6-week sample will be processed

and the result communicated to themselves and their GP.

nv ‘Buiu

Q

an

All cervical samples will be processed and tested in the regional cervical cytology laboratory (North

Bul

Bristol Trust) using the Hologic system. All urine samples will be tested at the cytology laboratory in:
Manchester using the Roche 8800 platform, as the Hologic system was not as sensitive for urine HPV

analysis when compared during a previous study.?®

uyoa) Jejiwis pue

Cytology samples performed following a hrHPV positive test will be dual labelled with patient identifyingS
information and study details/study number and stored and managed in accordance with NHS CSP3

guidance.

Results of the cytological assessment on hrHPV negative samples, which would not ordinarily be

performed as part of the NHS CSP, will not be uploaded to the NHS Cervical Screening Administration

11

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


http://bmjopen.bmj.com/

Page 13 of 38 BMJ Open

oNOYTULT D WN =

Service (CSAS), but will be recorded for the purposes of the study and acted on within the study
protocol. Cytology samples from hrHPV-negative tests at 6-weeks postnatal will be destroyed at the

end of the study period and not made available to CSAS for future audit.

Management of results and further cervical screening will depend upon previous cervical screening
history (whether up to date at time of study, or not), attendance for both samples, and results of
screening (see Figure 2 and Figure 3; Supplementary material 3). The sample that demonstrates theg
higher-grade abnormality will determine the ongoing pathway, according to NHS CSP management%

o

guidelines. Participants will be contacted with results and management plan, questions about further<

02

management answered, and asked about any adverse events, as well as being encouraged to self-2

report adverse events to the study team.

ulpnjoul ‘1ybuA

Urine samples will be labelled with the study details and study ID number and will be destroyed after

§

testing and communication of results with the study team, participants will not be informed of their urine

sample result.

Data collection

Each participant will be assigned a unique study ID following consent to participate. All trial data will be

uploaded to the secure web application for managing data, REDCap, which will host the electronic

ulW Blep pue 1xa] 0] pare|al sasn Joj

Case Report Form (eCRF). The study co-ordinators will be responsible for analysing and monitorings:

v 6U|

the data from all sites and thus will have full access to the inputted information and local investigators:

el |

will be able to access the data from their site only. Participants’ electronic notes and cervical screenlng

‘Buiul

records will be accessed up to one year after recruitment to gather data on attendance to follow-up

subsequent cervical screening results and any colposcopy assessments.

Statistical analysis

Full details of the statistical analysis will be described in a statistical analysis plan that will be writte

alb:(’)|ouqoa1 Iejiwis pue

and finalised before data lock. The primary acceptability outcomes are binary variables; the number of
participants attending at 6-weeks of those who consent and the number attending at both 6- and 12-
weeks. We will estimate 95% Cls for each using Wilson’s method. The primary feasibility outcome is
the recruitment rate in the sub study of 100 consecutive potential participants. We will compare pain
scores on a 10-point scale of testing at 6- and 12-weeks, using paired sample analysis, and other

12
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patient-reported outcome measures. We will compare inadequacy rates of cytology samples at 6- and
12-weeks. We will use 2 x 2 tables to analyse sensitivity and specificity of: combination HPV testing
and cytology of LBC samples at 6- and 12-weeks; HPV testing of LBC samples versus urine samples
at both 6- and 12- weeks.

Discussion

Enhancing cervical screening uptake is a healthcare priority, as adequate screening rates lead to

g pajdal0id

reduced incidences of precancerous and cancerous changes in the cervix.57 There is a clear need forE

02

research in methods to improve attendance of cervical screening in younger women due to a lack ofz

1ybuA

proven strategies in the current literature.30 Pregnancy provides several points of contact to engage

patients in health promotion through the increased access to healthcare and provides a valuablea
opportunity to educate and organise cervical screening, especially in ‘hardly reached’ groups.™ ! 31%
Offering opportunistic self-sampling in a healthcare setting during a pre-existing appointment withS
vaginal swabs to non-attenders achieved uptake rates of 55.9% in a recent study, compared with onlyg
12.9% of those sent test kits via direct-mail.’* They found that urine self-sampling was preferred to
vaginal sampling (41.9% vs. 15.4%), especially among women from ethnic minorities.’® From our
preliminary attitudes to self-sampling data, this is likely to be even more pertinent to the postnatal
cohort. However, this work also highlighted that the idea of self-sampling is not preferable to all. Women

have identified making and attending appointments as a significant barrier to screening and therefore

W elep pue 1xa} 01 pale|al

it is essential to minimise process-based restrictions that limit accessibility to screening services.’® 325

Bu

Combining screening with postnatal check-ups offers a golden opportunity to inform women, promotes,

uren

self-care and provide low-effort access to screening. This may require increased flexibility of primary

%‘u!

Vv11-Z39 wswiedaq 1e 6zZoz ‘ZT aunr uo ywod fwg-uadolway/:diy wouy papeojumod

care appointments, unless self-sampling is accurate enough to allow this as an alternative and suppo

a redirection to focus of postnatal care on maternal healthcare needs, not just those of their babies.

Iejiwis pue

We outline the protocol for a study evaluating the feasibility and acceptability of cervical screening usings
pair-wise sampling of clinician-taken cervical screening tests and self-sampling with urine samples atg
6- and 12-weeks postnatal. Uptake to the study, and acceptability of LBC screening at 6-weeks in the‘g
consented study sample, will inform whether progression to a definitive trial is justified. We will conduct
subgroup analyses of uptake based on screening status to determine feasibility of applying these

criteria for the definitive study. To maximise participation in PINCS-1, we will invite women to join

13
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regardless of their screening status at the end of pregnancy, since the aim of a subsequent paired-

sample study would be to test the DTA of earlier postnatal sampling, not its effect on uptake.

Overall, through the PINCS-1 study and another study (PINCS-2 - to test the feasibility of individual
randomisation to 6- versus 12-week study design), we anticipate establishing the level of acceptability

and feasibility to inform design of two further studies and how best to take these forward. First, a DTA

d

study to determine the accuracy of screening for hrHPV and cytological abnormalities at 6-weeksgs

('D
postnatal. This will compare the inadequacy rates, sensitivity and specificity of cervical screening at 6-8
versus 12-weeks postnatal, informing whether offering earlier postnatal screening is accurate.<

Provisional power calculations, based on inadequacy rates, estimated requiring over 1000 participant

1qﬁu/¥(’10

for a formal DTA of cervical screening at 6-week postnatal, hence why this feasibility study is reqwred

oul

before embarking on such a significant undertaking. Data from PINCS-1 will inform this study design

and size for adequate power.

asn 10) Buipn

Second, a randomised control trial (RCT) to examine the effect of earlier postnatal screening onm
screening uptake rates, as well as the longer-term clinical outcomes, such as rates of high- grad
cervical intraepithelial neoplasia (CIN) at subsequent screening tests. Our proposed feasibility studies

will determine whether, in this future RCT, it is reasonable and cost-effective to randomise individual

p pue 1x8] 01 pSIEI

participants to screening at 6- or 12 -weeks. If this design is not feasible, a different design will be
needed. For example, randomisation without prior consent, such as through applying for a CAG-251

exemption, or a pragmatic cluster-randomised design, such as that employed with YouScreen.#

‘6u!u!uj elR

Self-administered vaginal swabs and urine samples for hrHPV testing are under-evaluation.4 28 33

uluren |y

However, this research will provide crucial insights into postnatal individuals' experiences with, and©

ue '’

preferences for different self-sampling methods. These data will help determine the appropriate sampleg

sizes needed to evaluate the accuracy and safety of these self-sampling techniques in future studies=:

eliwl

involving postnatal cohorts, as well as and influencing future changes to the NHS CSP.

Ethics and dissemination

"saifojouyoal J

Ethics

Ethical approval for PINCS-1 was granted by the Stanmore Research Ethics Committee for this study
(IRAS project 1D:321696; REC reference:24/L.0O/0206), was adopted by the NIHR Clinical Research
Network (CRN) Portfolio (CPMS ID 60494) and is registered on the International Standard Randomised

14
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Controlled Trial Number (ISRCTN) registry (ISRCTN10071810;
https://doi.org/10.1186/ISRCTN10071810).

Publication and dissemination plan

Study results will be published as a PhD thesis and in high-impact peer-reviewed papers, as well as
presentations at national and international meetings. They will also be presented to members of

Maternity Voice Groups, gynaecological oncological charities, Mumsnet and local maternity social®

J9]0

media sites. Any data arising from this study will be published and presented in an open-access peer-o

(1]
review journal. The manuscript will be deposited with the University of Exeter, according to theg
University of Exeter’s policies and data sharing policies. g
Individual participant data sharing statement 2

To ensure participant anonymity is safeguarded and subject to any reasonable and necessary delay,s

uipn

pseudonymised research data will be securely archived to a repository following publication of the‘g

results where they will be stored for 10 years, as per the Sponsor’s policy. These data may be used in%

S

future research, here or abroad, and shared, subject to reasonable requests, approved by the sponsor,z

[}
host institution and the regulatory authorities. %
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Figure legends
Figure 1: PINCS-1 participant flowchart. NTDD = Next Test Due Date.

Figure 2: PINCS-1 study flowchart for those having samples at 6- and 12-weeks. NHS CSP = NHS
Cervical Screening Programme; NTDD = Next Test Due Date; hrHPV = high risk Human Papilloma
Virus; DTA = diagnostic test accuracy; PROM = patient reported outcome measures
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Figure 3: PINCS-1 study flowchart for those having samples at 6-weeks who do not attend for their 12-
week sample. NHS CSP = NHS Cervical Screening Programme; NTDD = Next Test Due Date; hrHPVZ2.
= high risk Human Papilloma Virus. 3

e

Supplementary material

Supplementary material 1 - Visit 2 participant questionnaire
Supplementary material 2 - Visit 3 participant questionnaire

Supplementary material 3 - Standard results letters (as per flow chart labels)
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1
2
3
4
5
6
7 . -
8 PINCS-1 Study Flowchart — attended both screening visits
9 e
.I O Ca“"mpmp: Urine HPV and cervical sample taken at >37 but <56 days postnatal
|
‘I ’I Non-screening Cervical sample sent to Regional Cytology Centre
1 2 cmn:’;r;l;: trial Sample not read until second cervical sample performed, or participant
team withdraws from study/does not attend for second sample
12 Partick m“m s.mndurinoHngan::v‘:c:;lg:::k;n;umtylsmﬁmmam
.I 5 Cervical sample sent to Regional Cytology Centre ;;::T:;;T::T:’L
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42 PINCS 1 Flowchart v1.9 11.04.2024
44
45 PINCS-1 study flowchart for those having samples at 6- and 12-weeks. NHS CSP = NHS Cervical Screening
46 Programme; NTDD = Next Test Due Date; hrHPV = high risk Human Papilloma Virus; DTA = diagnostic test
47 accuracy; PROM = patient reported outcome measures
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PINCS-1 Study Flowchart — attends 6-week screening only

————
==§°3

PINCS 1 Flowchart v1.9 11.04.2024

PINCS-1 study flowchart for those having samples at 6-weeks who do not attend for their 12-week sample.

NHS CSP = NHS Cervical Screening Programme; NTDD = Next Test Due Date; hrHPV = high risk Human
Papilloma Virus.
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: an:sc:;::ﬂh i Fouigall?iréit V.1.4 02/04/24, 1RAS:321696 Questionnaire 2(6-week)
Council

g Postnatal Instead of Normally-timed Cervical Screening-1 (PINCS-1)
: Before completing this questionnaire, please make sure you have read the information sheet.
6 By completing this guestionnaire, you consent to take part in the study.
7 To complete the questionnaire please circle the answer most applicable to you in each question, tick the
8 correct box or write in the space provided.
?O Knowledge about HPV
11 Before we asked you to take part in this study had you heard of HPV (Human papillomavirus)?
12 COYes [ONo [uUnsure
12 About the tests today
:2 Which words describe how you felt about having a clinician take a CERVICAL sample? (Please tick ALL that apply)
17 [JUncomfortable (It waseasy [JEmbarrassed [IPrivate [IReliable [JConvenient
12 [ IComfortable LlInvasive [lUnreliable [JToo soon [JReassuring[ JOverwhelming
20
71 On ascale of 0 to 100 how uncomfortable was having the cervical sample taken today
22 (0 not at all; 100 extremely painful)? ......cccoeereeverreenerrrecceecseennns
;i Visual Analogue Scale (V
25
26 e ! T e S e e
27 WO, 102 0 4 0 60 70 80 %0 100
28
29
30
31 How much do you agree with these statements? Please circle the appropriate number for each statement.
gg Strongly | Somewhat No Somewhat | Strongly
34 disagree | disagree | opinion agree agree
35 | I felt discomfort whilst having a cervical sample 1 2 3 4 5
g? It felt unpleasant during the cervical sample 1 2 3 4 5
gg | felt embarrassed during the cervical sample 1 2 3 4 5
2(1) | felt anxious during the cervical sample 1 2 3 4 5
jé | felt reassured by the examination 1 2 3 4 5
44 | | am worried the clinician has not collected the cervical 1 2 3 4 5
45 | sample correctly
j? I am worried how accurate the result from the cervical 1 2 3 4 5
48 | sample is at 6-weeks after I’'ve given birth.
49 | | would prefer a clinician to take my sample for cervical 1 2 3 4 5
g? screening more than 12 weeks after giving birth.
52 | I would be happy to have a cervical sample taken 6-weeks 1 2 3 4 5
53 | after giving birth, at the same time as a routine 6-week
54 | postnatal check-up
gg | would be happy to have a cervical sample taken 6-weeks 1 2 3 4 5
57 | after giving birth, but NOT at the same time as a routine 6-
58 | week postnatal check-up
59 | In the future, | would rather delay my cervical screening to 1 2 3 4 5
0 | more than 12 weeks after giving birth.

If my cervical screening were due, | would be more likely to 1 2 3 4 5

have it done, if it were offered at the same visit as the

routine 6-week check ff?j peer review only - http://bmjopen.bmj.cam/site/abdut/guidelines.xhtml
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Medical Somerset V.1.402/04/24, IRAS:321696 Questionnaire 2(6-week)
Research NHS Foundation Trust
Council

oNOYTULT D WN =

Which words describe how you felt about providing a URINE sample? (Please tick ALL that apply)
[JUncomfortable [Jit waseasy [JEmbarrassed [IPrivate [IReliable [JConvenient

[JComfortable [invasive [IUnreliable [JToo soon [JReassuring[_JOverwhelming

How much do you agree with these statements about URINE samples? Please circle the appropriate
number for each statement.

Strongly | Somewhat No Somewhat | Strongly
disagree | disagree | opinion agree agree
| felt confident collecting a urine sample for cervical 1 2 3 4 5
screening.
| felt discomfort whilst collecting the urine sample 1 2 3 4 5
It felt unpleasant collecting the urine sample 1 2 3 4 5
| felt embarrassed collecting the urine sample 1 2 3 4 5
| felt anxious collecting the urine sample 1 2 3 4 5
I am worried | have not collected the urine sample correctly 1 2 3 4 5
I am worried how accurate the urine sample is. 1 2 3 4 5
I would prefer a clinician to take my sample for cervical 1 2 3 4 5
screening than provide a sample myself.
A cervical sample taken by a clinician is more reliable. 1 2 3 4 5
| would prefer to take my own urine sample for cervical 1 2 3 4 5
screening
| would prefer to take my own vaginal swab sample for 1 2 3 4 5
cervical screening
| felt I understood the instructions that were given to me. 1 2 3 4 5
| found it easy to collect a urine sample using the container 1 2 3 4 5
provided.
I would prefer to take the urine sample more than 12 weeks 1 2 3 4 5
after giving birth.
| would be happy to have a urine sample taken 6-weeks 1 2 3 4 5
after giving birth, at the same time as a routine postnatal
check-up
| would be happy to have a urine sample taken 6-weeks 1 2 3 4 5
after giving birth, but NOT at the same time as a routine
postnatal check-up
If my cervical screening were due, | would be more likely to 1 2 3 4 5
have it done, if it were offered as a urine sample at the
same visit as the routine 6-week postnatal check up

Page 2 of 5 PINCS-1 SITE:
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& m PARTICIPANT ID:

: a,,:scg::,c,h i Fouigalz?oil’éit V.1.4 02/04/24, IRAS:321696 Questionnaire 2(6-week)

2 Council

3

4

Z Cervical screening in the future

7 In the future, would you prefer to do a self-test or have a healthcare professional do the test?

g [ Prefer a self-test with a urine sample

10 [ Prefer a self-test with a vaginal swab

1T [ prefer a healthcare professional to do the test

g [0 No preference

14

15  If you were offered a self-test in the future, would you rather get it...

1? O In the post

18 [ In person at the GP surgery

19 O No preference

20

;; In the future, the NHS Cervical Screening Programme might offer a choice between using a URINE or
23 VAGINAL self test

24  at home, or going for a cervical screening appointment with a nurse or doctor (we call this ‘clinician

25  testing’). Thinking about this, please tell us how much you agree or disagree with the following statements.
26 (please circle the appropriate number for each statement)

Z Strongly | Somewhat No Somewhat | Strongly
29 disagree disagree | opinion agree agree
30 | would like to be offered a choice between self- 1 2 3 4 5
31 testing and clinician testing for cervical screening

32 | would feel worried about being offered a choice 1 2 3 4 5
:i between self-testing and clinician testing for my

35 cervical screening

36 | would not want to be offered a choice between 1 2 3 4 5
37 self-testing and clinician testing for my cervical

38 screening

ig If | was given the choice between self-testing and 1 2 3 4 5
41 clinician testing for cervical screening, | would

42 assume it was a way of saving the NHS money

43 Being offered a choice between self-testing and 1 2 3 4 5
Zg clinician testing for cervical screening makes sense

46 to me

47 | would find it difficult to choose between self- 1 2 3 4 5
48 testing and clinician testing for cervical screening

:g Offering a choice between self-testing and clinician 1 2 3 4 5
51 testing would improve cervical screening for me

52 | would prefer to have a recommendation to do 1 2 3 4 5
53 either self-testing or clinician testing rather than

g;‘ having to make a choice myself

56 If | tested positive for HPV virus in the urine, | 1 2 3 4 5
57 would be more inclined to go for a smear test

58

59

60
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& m PARTICIPANT ID:

Medical Somerset V.1.402/04/24, IRAS:321696 Questionnaire 2(6-week)
Research NHS Foundation Trust
Council

oNOYTULT D WN =

Cervical screening in the past

Is this the first time you have been invited for cervical screening?
[IYes [UNo  [Unsure

Have you always attended for cervical screening when invited in the past?
[IYes [UNo [JUnsure [INot applicable

Have you ever delayed attending for cervical screening?
[IYes [INo  [lUnsure

Have any of the following put you off cervical screening?

Embarrassment about having the test O Yes O No [ Notsure
Worry about pain or discomfort O Yes O No [ Notsure
Difficulty making a convenient appointment O Yes O No [ Notsure
Difficulty taking time off work O Yes O No [ Notsure
Just not getting round to it O Yes O No [O Notsure
Being too busy to go for screening O Yes O No [ Notsure
Not feeling at risk of cervical cancer O Yes O No [ Notsure
A previous bad experience of screening O Yes O No [ Notsure
Not having any symptoms O Yes O No [ Notsure
Don’t like getting undressed in public O Yes O No [ Notsure
Fear of what the test might find O Yes O No [ Notsure
Having other health problems O Yes O No [ Notsure
Has anything else put you off? -
Page 4 of 5 PINCS-1 SITE:
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24

Medical Somerset
Research NHS Foundation Trust
Council

About you

Which of the following best describes your ethnicity? Please tick your answer below

BMJ Open

V.1.4 02/04/24, 1RAS:321696 Questionnaire 2(6-week)

PARTICIPANT ID:

White

[IBritish

Ulrish

CIGypsy or Irish Traveller

CIWhite Other, please
describe:

Multiple ethnic groups
[OWhite and Black Caribbean
CWhite and Black African
COWhite and Asian

CMultiple other, please
describe:

Asian/ Asian British

CIndian

CIPakistani

[OBangladeshi

CIChinese

ClAsian other, please describe:

Black/African/Caribbean/
Black British

OAfrican
[Caribbean

OBlack/African/Caribbean
other, please describe:

Other ethnic group

[JArab [IOther, please describe:

LIPrefer not to say

How would you best describe your employment status? Please tick your answer below

[JEmployed

[JUnemployed

[IStudent

LIFull time parent/carer

25
26 Which of these qualifications do you have? Please tick all that apply

27

29

[JApprenticeship

28 [(JGCE 0-level/GCSE or equivalent

[IRetired

30 L NVQ or equivalent (including BTEC general/national, OND or ONC, City and Guilds Craft)

31 LJAS, A-level or equivalent

gg [(IDegree or above (including HND or HNC, NVQ_level 4 or above, teaching and nurse degree)
34 [JPostgraduate e.g. second qualification such as masters, PGCERT, PhD

35
36
37

38

[INone

LIOther (PlEaSe SPECITY) ..uovcvireeceeeeeeteetete ettt s ev et et s et s bbb s snasasene

39 Which of the following describes how you think of yourself? Please tick your answer below
2(1) [J Woman [Man (including trans man) [INon-binary

42
43
44
45

L] Other (please specify)....

L] Prefer not to say

46 |s your gender the same as the gender you were given at birth? Please tick your answer below
j; ClYes [INo [ Prefer not to say

49

50 Which of the following describes how you think of yourself? Please tick your answer below

51 [JHeterosexual or Straight

52

53 L1Other sexual orientation not listed (please specify)

54
55

[IPrefer not to say

[ILesbian or Gay

[IBisexual

>6 Which of the following describes how you think of yourself? Please tick your answer below

sg L1l do not consider myself to be disabled
59 [Learning disability (including development disorders)

[IPrefer not to say

Page 50f 5 PINCS-1

[IPhysical disability (including sensory impairment)

LI]Another experience of disability
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& NHS | PARTICIPANT ID:

Medieal Somerset V1.4 02/04/24, IRAS: 321696, Questionnaire 3 (12-week)

Research NHS Foundation Trust
Council

Postnatal Instead of Normally-timed Cervical Screening-1 (PINCS-1)

Before completing this questionnaire, please make sure you have read the information sheet.
By completing this questionnaire, you consent to take part in the study.

correct box or write in the space provided.

To complete the questionnaire please circle the answer most applicable to you in each question, tick the

About the tests today

Which words describe how you felt about having a clinician take a CERVICAL sample? (Please tick ALL that apply)
[JUncomfortable LIt waseasy  [lEmbarrassed LIPrivate [IReliable [Convenient
[IComfortable [Invasive [IUnreliable [1Too soon [JReassuring[]Overwhelming

On a scale of 0 to 100 how uncomfortable was having the cervical sample taken today
(0 not at all; 100 extremely painful)? .......ccoeevrvrecnenecsecseecencnnsnnnn

Visual Analogue Scale (V

e T o e I e P e T e e S e e
0O 10 20 30 4 50 6 70 8 9 100

No pain severe infolerable pain

How much do you agree with these statements? Please circle the appropriate number for each statement.

Strongly | Somewhat No Somewhat | Strongly
disagree | disagree | opinion agree agree

| felt discomfort whilst having a cervical sample 1 2 3 4 5

It felt unpleasant during the cervical sample 2 3 4 5

| felt embarrassed during the cervical sample 1 2 3 4 5

| felt anxious during the cervical sample 1 2 3 4 5

| felt reassured by the examination 1 2 3 4 5

I am worried the clinician has not collected the cervical 1 2 3 4 5

sample correctly

I am worried how accurate the result from the cervical 1 2 3 4 5
sample is at 6-weeks after I've given birth.

| would prefer a clinician to take my sample for cervical 1 2 3 4 5
screening more than 12 weeks after giving birth.

I would be happy to have a cervical sample taken 6-weeks 1 2 3 4 5
after giving birth, at the same time as a routine 6-week
postnatal check-up

I would be happy to have a cervical sample taken 6-weeks 1 2 3 4 5
after giving birth, but NOT at the same time as a routine 6-
week postnatal check-up

In the future, | would rather delay my cervical screening to 1 2 3 4 5
more than 12 weeks after giving birth.
If my cervical screening were due, | would be more likely to 1 2 3 4 5

have it done, if it were offered at the same visit as the
routine 6-week check up

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

e

‘salfojouyoal Jejiwis pue ‘Bulurel |y ‘Buiuiw elep pue 1xal 0] pale|al sasn 1o} Buipnjoul ‘1ybliAdoo Ag paloaloid
* Jooyoasaboysnwselq


http://bmjopen.bmj.com/

Pages®y 3 BMJ Open

& NHS | PARTICIPANT ID:

Medical Somerset V1.4 02/04/24, IRAS: 321696, Questionnaire 3 (12-week)
1 Research NHS Foundation Trust
2 Council
3
4
5 Which words describe how you felt about providing a URINE sample? (Please tick ALL that apply)
6 . . .
- [JUncomfortable [Jit waseasy [JEmbarrassed [IPrivate [IReliable [JConvenient
8 [JComfortable [invasive [IUnreliable [JToo soon [JReassuring[_JOverwhelming
9
1? How much do you agree with these statements about URINE samples? Please circle the appropriate
12 number for each statement.
13 Strongly | Somewhat No Somewhat | Strongly
1: disagree | disagree | opinion agree agree
16 | felt confident collecting a urine sample for cervical 1 2 3 4 5
17 screening.
18 | felt discomfort whilst collecting the urine sample 1 2 3 4 5
19
20 It felt unpleasant collecting the urine sample 1 2 3 4 5
;; | felt embarrassed collecting the urine sample 1 2 3 4 5
23 | felt anxious collecting the urine sample 1 2 3 4 5
24
25 I am worried I have not collected the urine sample 1 2 3 4 5
26 correctly
27 I am worried how accurate the urine sample is. 1 2 3 4 5
28
29 I would prefer a clinician to take my sample for cervical 1 2 3 4 5
30 screening than provide a sample myself.
31 A cervical sample taken by a clinician is more reliable. 1 2 3 4 5
32
33 I would prefer to take my own urine sample for cervical 1 2 3 4 5
34 screening
35 I would prefer to take my own vaginal swab sample for 1 2 3 4 5
36 cervical screening
g ; I felt I understood the instructions that were given to 1 2 3 4 5
39 me.
40 | found it easy to collect a urine sample using the 1 2 3 4 5
41 container provided.
42 | would prefer to take the urine sample more than 12 1 2 3 4 5
43 weeks after giving birth.
44 I would be happy to have a urine sample taken 6-weeks 1 2 3 4 5
22 after giving birth, at the same time as a routine
47 postnatal check-up
48 | would be happy to have a urine sample taken 6-weeks 1 2 3 4 5
49 after giving birth, but NOT at the same time as a
50 routine postnatal check-up
51 If my cervical screening were due, | would be more 1 2 3 4 5
52 likely to have it done, if it were offered as a urine
53 .. .
54 sample at the same visit as the routine 6-week
55 postnatal check up
56
57
58
59
60
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Medieal Somerset V1.4 02/04/24, IRAS: 321696, Questionnaire 3 (12-week)

Research NHS Foundation Trust
Council

oNOYTULT D WN =

Cervical screening in the future

In the future, if you needed a cervical screening test, would you prefer to have the at the same time
as a visit to your GP practice for a routine 6-week postnatal check-up?

[ Prefer at 6-week postnatal check up

[ Prefer at a separate appointment more than 12 weeks after giving birth

[0 No preference

[0 Other — PlEASE STALE ...ucvveeiee ettt ettt et sttt st st e sttt sb stessa bt sessas st senesaessrsesesren

In the future, if offered a self-sampling urine test, when would prefer this to be offered?

[ Prefer at 6-week postnatal check up
[ Prefer a separate appointment more than 12 weeks after giving birth
[0 No preference

Cervical screening at 6 weeks versus 12 weeks

Have you something you would like to share with us about having cervical screening at 6 weeks
postnatal rather than at a later appointment? What would be the benefits of disadvantages to
having this at the same visit as the 6-week check up with the GP practice? This might be part of the
same appointment or as a double appointment before/after with a practice nurse.
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Letter 1A:

Dear

| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

Both of your cervical screening results were inadequate for testing for the human papillomavirus (HPV) and
the cell assessment (cytology).

As your cervical screening test is due, as per the normal NHS cervical screening program protocol, we
recommend that you have a repeat cervical screening test at your GP practice in three months’ time. We have

also sent this letter to your GP into this letter to inform them of this.

If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Results outcome Iett(:"r'f&-or peer review only - http://bmjopgnl.bzlmj.com/site/about/guidelines.xhtmI 18/11/2024 1
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Letter 1B

Dear

| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

Both of your cervical screening results were inadequate for testing for the human papillomavirus (HPV) and
the cell assessment (cytology).

As your cervical screening test was not due at the time of the study, no action needs to be taken at this time.
We recommend you attend for your cervical screening test when it is next due, which you will be informed of

by the NHS cervical screening program.

If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 2A
Dear

| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

Both of your cervical screening results were negative for HPV (human papillomavirus) and there were no
abnormal cells found (negative cytology). This means your risk of cervical cancer is very low.

As your cervical screening test was due, the date for your next test will be reset based upon the date of the
second sample that you had as part of the study. You will receive a reminder letter from the NHS cervical
screening program closer to the time. If you have not received a letter in three years' time, please contact
your GP.

If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 2B
Dear
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| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

Both of your cervical screening results were negative for HPV (human papillomavirus) and there were no
abnormal cells found (negative cytology). This means your risk of cervical cancer is very low.

As your cervical screening test was not due, the date for your next cervical screening will not be changed. You

will receive a reminder letter from the NHS cervical screening program when it is due. We recommend you
attend as usual, irrespective of your study sample results.

If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 3
Dear

I am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

Both of your cervical screening results were negative for HPV (human papillomavirus) but at least one sample

showed some cells of concern (abnormal cytology). Outside of the study, if a cervical screening test was
negative for HPV, we would not have gone on to examine the cells (cytology) and your sample would have
been recorded as normal, so these changes are likely to not represent anything significant.

Cervical screening result:

However, as a precaution, we recommend a colposcopy examination to look closely at your cervix to see if
there is anything that might need a biopsy and/or treatment.

You will receive an appointment for a colposcopy appointment, with a leaflet explaining the procedure.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 4A
Dear

| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.
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At least one of your samples was positive for HPV (human papillomavirus). When this result is found, the
sample is tested to see if there were any abnormal cells (cytology), this was reassuring (negative) on both of
your samples.

As your previous results were normal, the date for your next cervical screening test will be reset to one year’s
time. You will receive a reminder letter from the NHS cervical screening program when it is due. It is important
to attend for this screening.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 4B
Dear

| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

At least one of your samples was positive for HPV (human papillomavirus). When this result is found, the
sample is tested to see if there were any abnormal cells (cytology), this was reassuring (negative) on both of
your samples.

Because your last two cervical screening tests were also positive for HPV, even though the cells look normal,
we recommend a colposcopy examination to look closely at your cervix, to see if there is anything that might
need a biopsy and/or treatment.

* jooyoasaboysnwselq
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You will receive an appointment for a colposcopy appointment, with a leaflet explaining the procedure.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 5
Dear

'saIfojouyoal Jejiwis pue ‘Buiuresy | ‘Buluiw elep pue 1Xa1 01 pale|al sasn Joj Buipnjoul ‘1ybliAdoo Aq paloalold

| am writing to you regarding your cervical screening results from the PINCS-1 study. Thank you for your
participation in our study.

At least one of your samples was positive for HPV (human papillomavirus). When this result is found, the
sample is tested for abnormal cells (cytology) and at least one of your samples showed some cells of concern.
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1 . .

5 Cervical screening result:

3

4 We recommend a colposcopy examination to look closely at your cervix, to see if there is anything that might
5 need a biopsy and/or treatment.

6

7

8 You will receive an appointment for a colposcopy appointment, with a leaflet explaining the procedure.

9

10 If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

14  Yours sincerely,

Letter 6
18 Dear

20 | am writing to you regarding your cervical screening result from the PINCS-1 study. Thank you for your

;; participation in our study. As you were not able to attend for the second cervical screening test in the study,
23 this result is from the first sample.
24

25  Your cervical screening result was inadequate for testing for the human papillomavirus (HPV) and the cell
26 3ssessment (cytology).

29 There has therefore been no change to when your cervical screening test is next due. As this test is not part of
30 the national screening program, if your cervical screening test was due at the time of the study, we
31 recommend you arrange an appointment with your GP to have a cervical screening test.
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If your cervical screening test was not due at the time of the study, we recommend you attend when it is next
35 due, you will receive a reminder letter from the NHS cervical screening program closer to the time.

37 If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

41  If you have any questions or concerns, or you have experienced any complications or adverse events as a
42 result of the samples taken in the study, please contact your local study team on

Yours sincerely,

47  Letter 7
Dear
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51 | am writing to you regarding your cervical screening result from the PINCS-1 study. Thank you for your
52 participation in our study. As you were not able to attend for the second cervical screening test in the study,
this result is from the first sample.

56  Your cervical screening result was negative for HPV (human papillomavirus) and there were no abnormal cells
57  found (negative cytology).
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As this test is not part of the national screening program, the date for your next cervical screening will not be
changed. You will receive a reminder letter from the NHS cervical screening program when it is due. We
recommend you attend as usual, irrespective of your study sample results.

If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on

Yours sincerely,

Letter 8
Dear

| am writing to you regarding your cervical screening result from the PINCS-1 study. Thank you for your
participation in our study. As you were not able to attend for the second cervical screening test in the study,
this result is from the first sample.

Your cervical screening result was negative for HPV (human papillomavirus) but at least one sample showed
some cells of concern (abnormal cytology). Outside of the study, if a cervical screening test was negative for
HPV, we would not have gone on to examine the cells (cytology) and your sample would have been recorded
as normal, so these changes are likely to not represent anything significant.

Cervical screening result:
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However, as a precaution, we recommend a colposcopy examination to look closely at your cervix to see if
there is anything that might need a biopsy and/or treatment.

You will receive an appointment for a colposcopy appointment, with a leaflet explaining the procedure.

If you have any questions or concerns, or you have experienced any complications or adverse events as a
result of the samples taken in the study, please contact your local study team on . Please could you also
contact the study team if you would consider having the second cervical screening test for the study at the

time of the colposcopy, this is not a requirement and will not affect your care.

Yours sincerely,
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Letter 9
Dear

| am writing to you regarding your cervical screening result from the PINCS-1 study. Thank you for your
participation in our study. As you were not able to attend for the second cervical screening test in the study,
this result is from the first sample.

Results outcome Iett(:"r'f&-or peer review only - http://bmjopgnl.bzlmj.com/site/about/guidelines.xhtmI 18/11/2024 6


http://bmjopen.bmj.com/

Page 39 of 38 BMJ Open

; Your sample was positive for HPV (human papillomavirus). When this result is found, the sample is tested for
3 abnormal cells, this was negative on your sample.

4

5 As this test is not part of the national screening program, the date for your next cervical screening will not be
? changed. You will receive a reminder letter from the NHS cervical screening program when it is due. We

8 recommend you attend as usual, irrespective of your study sample results.

9

10 If you have any symptoms such as bleeding between periods, after sex or after the menopause, or unusual
vaginal discharge, please speak with your GP as soon as possible.

14 If you have any questions or concerns, or you have experienced any complications or adverse events as a
15  result of the samples taken in the study, please contact your local study team on

Yours sincerely,

20 Letter 10
Dear

24 |l am writing to you regarding your cervical screening result from the PINCS-1 study. Thank you for your
25  participation in our study. As you were not able to attend for the second cervical screening test in the study,

26 this result is from the first sample.

29 Your sample was positive for HPV (human papillomavirus). When this result is found, the sample is tested for
30 abnormal cells, this identified cells of concern in your sample.

Cervical screening result:
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35 We recommend a colposcopy examination to look closely at your cervix, to see if there is anything that might
36 need a biopsy and/or treatment.

You will receive an appointment for a colposcopy appointment, with a leaflet explaining the procedure.

41  If you have any questions or concerns, or you have experienced any complications or adverse events as a

42 result of the samples taken in the study, please contact your local study team on . Please could you also
contact the study team if you would consider having the second cervical screening test for the study at the

time of the colposcopy, this is not a requirement and will not affect your care.

47  Yours sincerely,
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