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1.1 Objectives

1.1.1 Use of self-sampling to improve screening uptake

Cervical screening coverage has fallen in recent years, especially amongst younger women. Since
2004, uptake has dipped below 80% and 5-year coverage among women aged 25 to 29 is now
below two-thirds.? The NCSP would like to pilot the use of self-sampling as a means of
improving screening uptake.

This review was part of a larger piece of work and the sections relevant to self sampling have
been extracted from the larger document.

Question 4 aims to establish whether self-collected specimens are of comparable accuracy to
clinician-collected specimens, and Question 5 investigates whether inviting unscreened women
to return a self-collected specimen increases overall uptake of screening.

1.1.2 Identified evidence

The specific questions addressed in this review are shown in Table 1 below, along with the
relationship of each question to the UK NSC’s Screening Criteria and the number of studies that
were identified as providing relevant evidence for each question.

Table 1 Key questions for the evidence summary, and relationship to UK NSC screening criteria
# studies

Criterion Key questions

included
THE TEST
1 systematic
literature
4 There should be a simple, safe, precise and validated Question 4: What is the accuracy of HPV review (SLR)
screening test. testing in self-collected specimens?
1 primary
study
. . uestion 5: Does self-collection of vaginal 1SR
The test, from sample collection to delivery of results, Q . . . &
6 f specimens increase uptake of cervical 10 pri
should be acceptable to the target population. ) primary
screening? studies

1.2 Methods

The current review was conducted by Costello Medical Consulting, in collaboration with the UK
National Screening Committee. Database searches were conducted on 20" October 2016.
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2 Synthesis of evidence

2.1 Overall results

Database searches yielded 204 results, of which 12 records were judged to be relevant to this
review. An additional record was pre-specified for inclusion at the start of the review so 13
articles were ultimately included.

A study-level summary of data extracted from each included publication is presented in
Appendix 4. Results of the quality assessments are also presented in Appendix 4.

2.2 Use of self-sampling to improve screening uptake

2.2.1 Use of self-sampling to improve screening uptake

2.2.1.1 Question 4 —What is the accuracy of HPV testing in self-collected specimens?
Criterion 4 of the UK NSC Screening Criteria states that: ‘There should be a simple, safe, precise
and validated screening test.’

This review looked for prospective studies which directly compared the accuracy of HPV testing
on clinician-collected or self-collected samples.

2.2.1.1.1 Description of the evidence
One systematic review and meta-analysis, Arbyn 2014,%> and a single additional study*® have
been identified which assess the accuracy of HPV testing on self-collected samples.

The systematic review and meta-analysis examined 36 studies, with a combined population of
154,556 women, considering the comparative accuracy of self-collected and clinician-collected
self-sampling for HPV testing. The review considered the accuracy of screening in 3 population
groups: women in a ‘healthy screening population’ attending for cervical cancer screening, high-
risk women, and women in a ‘follow-up’ population who had been referred for colposcopy. The
population meeting the eligibility criteria for this review is the ‘healthy screening population’.
This group was assessed in 16 of the 36 studies included in Arbyn 2014, with some outcomes
having been reported separately for this population.®®

The additional primary study identified in this review, Stanczuk 2016, assessed the performance
of a polymerase chain reaction (PCR)-based assay for the detection of HPV in self-collected
vaginal and urine samples. The study investigated a cohort of 5,318 women attending routine
screening in a primary care setting.%®

2.2.1.1.2 Quality assessment
An assessment of the methodological quality of the SLR using the AMSTAR checklist
demonstrated overall good quality, with only one of the 11 checklist questions not addressed.

Arbyn 2014 assessed the quality of its studies using the QUADAS-2 checklist and reported overall
moderate to good quality in its studies (Table 2).3° An assessment of the quality of the Stanczuk
2016 publication,?® using the same checklist, determined a low risk of bias and low concerns of
applicability relating to participant selection, index tests and reference standards in the study.
The risk of bias with regards to participant flow was assessed as being high because not all
participants had available results for each test, and not all participants received colposcopy
(Table 2).
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Table 2 Quality assessment (QUADAS-2) of studies included in Arbyn 2014 and Stanczuk 2016

Study reference Arbyn 20143 Stanczuk 20163¢
PARTICIPANT SELECTION

Risk of bias Moderate Low
Concern about applicability Low
INDEX TESTS

Risk of bias Low Low
Concern about applicability Low
REFERENCE STANDARD

Risk of bias Low Low
Concern about applicability Low
PARTICIPANT FLOW

Risk of bias Moderate High

Participant selection

A low risk of bias with regards to participant selection is reported for 53% of all included studies
in the SLR and meta-analysis, while a medium risk of bias is reported for 44%. There are
concerns regarding the applicability of this SLR to this review question due to the inclusion of
participants in a ‘high-risk screening population’ and women who had been called for follow-up.
These populations do not fit the eligibility criteria for this review; however, absolute accuracy
values are reported separately for each group, including for women in the healthy screening
population of interest to this review. Furthermore, while some outcomes are reported as pooled
results across all included studies, it was demonstrated that the variability in results across
studies in different populations was very low, which reduces concerns about the risk of bias in
the meta-analysis.*®

A low risk of bias for participant selection was determined for Stanczuk 2016. The study
assessed women attending routine screening in Scotland, excluding only women who had
previously been diagnosed with CIN2+, which is considered to be an appropriate exclusion. The
screening population in Scotland is slightly younger than in England, with 97% of participants
aged between 20 and 59 years old, however, the risk of bias associated with this is judged to be
very low.3¢

Index test

No studies in the SLR were assessed to have a high risk of bias with regards to the reporting or
execution of index tests. The approach was considered adequate in 72% of studies and in 28% it
was unclear.®

The screening in Stanczuk 2016 was undertaken in accordance with the UK Cervical Cancer
Screening Programme and, therefore, is applicable to this review. The publication does not
report the threshold for a positive HPV result, however, this is not considered a serious quality
concern and generally the execution of index test was considered appropriate, resulting in an
overall low risk of bias.3®

Reference standard

The quality of test verification with a reference standard is reported in Arbyn 2014 to be good in
89% of studies, moderate in 8% of studies and possibly problematic in one study. The SLR
required studies to have used either colposcopy, considered to be the gold standard, or biopsy
as the reference standard and to assess either CIN2+ or CIN3+ as the target abnormality. These
eligibility criteria are aligned with those applied in this review, and as a result, the studies
identified are highly applicable.®
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The overall risk of bias associated with the reference standard was assessed to be low in
Stanczuk 2016. The study uses colposcopy as the reference standard and detects both CIN2+
and CIN3+. The publication does not report whether the reference standard results are
interpreted without knowledge of the index tests results, which has potential to cause bias in
test verification. However, in line with the approach taken in Arbyn 2014 with regards to unclear
blinding, this domain was judged to have overall low risk of bias.3®

Participant flow

A moderate risk of bias associated with participant flow was reported in Arbyn 2014 on
assessment of all included studies in the SLR. The delay between self-sampling, clinician-
sampling and verification was determined to be short (<6 months) in 69% of included studies,
unreported in 9% and long in 6% of studies. Partial verification was avoided in 78% of studies
and differential verification avoided in all but one study.®® Arbyn 2014 noted that when the
delay between tests was not reported the sensitivity was significantly lower than when it was
clearly reported.®®

The recall time for colposcopy referral was not reported in Stanczuk 2016, and additionally, not
all patients enrolled in the trial received a reference standard or were included in analyses. Due
to these concerns the study was determined to have a high risk of bias associated with
participant flow.3®

2.2.1.1.3 Results

Accuracy of testing on self-collected and clinician-collected samples were reported as pooled
results from the Arbyn 2014 meta-analysis,®® and additionally in Stanczuk 2016.3¢ Study-level
details of these results are presented in Appendix 4, Table 15. A summary of the results is
presented below (Table 3).

Table 3 Summary of accuracy results from the Arbyn 2014 meta-analysis and Stanczuk 2016

Arbyn 20142 3 Stanczuk 20163¢
Clinician-collected Self-collected Clinician-
If- { i
coﬁzcted Cytology Cytology Z:rilslzl EarrI:SIe collected,
ASC-US+ LSIL+ n=5208 n=5003 n=5299
CIN2+
Studies, n 16 16 12 8 NA
0 0,
Sensitivity (95% 76% 91% 83% 71% (gg'sfo (gi'éfo 97.7%
Cl) (69 to 82) (87 to 94) (75 to 89) (66 to 76) 98- 5) 71’ 1) (95.0 to 100)
0 0, 0,
Specificity (95% 86% 88% 91% 97% (:Z.ifo (gg'gfo (:Zi fo
Cl) (83 to 89) (85t091) (87 to 94) (97 to 98) 86.3) 90.7) 88.2)
LR+ NR NR NR NR 6.48 1.57 7.69
LR- NR NR NR NR 0.054 0.62 0.026
CIN3+
Studies, n 8 8 6 5) NA
e 50.7%
Sensitivity (95% 84% 95% 91% 78% 95.8% (39.1 to 98.6%
Cl) (72 t0 92) (91 to 97) (85 to 95) (72 to 85) (91.1 to 100) 62. 3) (95.9 to 100)
0, 0, 0,
Specificity (95% 87% 89% 89% 97% (:g':fo (:Z';fo (Sggfo
Cl) (84 to 90) (87 to 92) (86 to 91) (96 to 97) 85.8) 90.5) 87.3)
LR+ NR NR NR NR 6.30 4.92 7.25
LR- NR NR NR NR 0.045 0.49 0.016

ASC-US, Atypical Cells of Undetermined Significance; CIN, Cervical Intraepithelial Neoplasia; LSIL, Low grade Squamous Intraepithelial
Neoplasia

2 Pooled values across studies in the systematic review enrolling participants considered part of a healthy screening population
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Accuracy

The following figures present the accuracy for self-collected and clinician-collected HPV samples
pooled across the studies considering a healthy screening population in the Arbyn 2014 meta-
analysis.®® The figures additionally present the absolute accuracy of HPV testing on the 2 self-
collection methods and clinician-collected samples determined in Stanczuk 2016.3 The accuracy
is presented separately for the detection of CIN2+ (Figure 1) and CIN3+ (Figure 2). The pooled
clinician-collected cytology results reported in Arbyn 2014 are presented alongside the self-
collected HPV test results to allow comparison to current clinical practice.®

Figure 1 Accuracy of screening methods for the detection of CIN2+
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ASC-US, Atypical Cells of Undetermined Significance; CIN, Cervical Intraepithelial Neoplasia; HPV, Human Papilloma Virus; LSIL, Low
grade Squamous Intraepithelial Neoplasia
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Figure 2 Accuracy of screening methods for the detection of CIN3+
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Relative accuracy

The relative sensitivity and specificity results for detection of CIN2+ (Figure 3 and Figure 4) and
CIN3+ (Figure 5 and Figure 6) with HPV testing are presented below. As discussed previously, the
results from Arbyn 2014 were pooled across all 36 included studies, including those in high-risk
and follow-up populations. A small variability in the results between different groups was
demonstrated, and as a result, a low risk of bias is associated with this meta-analysis.* The
results for Stanczuk 2016 present the accuracies of the 2 self-collection methods relative to the

clinician-collected sample.3®
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Figure 3 Relative sensitivity of screening methods for detection of CIN2+
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Figure 4 Relative specificity of screening methods for detection of CIN2+
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Figure 5 Relative sensitivity of screening methods for detection of CIN3+
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Figure 6 Relative specificity of screening methods for detection of CIN3+
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The pooled relative accuracy results presented in the meta-analysis demonstrate that the
sensitivity and specificity of HPV testing for detection of CIN2+ and CIN3+ on self-collected
samples compared to clinician-collected samples are statistically significantly lower, but the
difference is small. The pooled absolute sensitivity reported in Arbyn 2014 for the detection of
CIN2+ was 76%, with results from individual studies ranging from 51% to 93%, within studies in a
healthy screening population. The meta-analysis additionally reported a pooled absolute
specificity of 86%, ranging from 67% to 93%. For the detection of CIN3+ the pooled results
demonstrated a sensitivity of 84%, ranging from 63% to 94%, and a specificity of 87%.3> While
broad ranges in accuracy results are presented, Arbyn 2014 reported that issues relating to
study design or reporting quality have not altered the accuracy of results in the meta-analysis. A
single exception is that significantly lower sensitivity and specificity values are reported when
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the delay between tests is not clearly reported. Furthermore, the variation between study
results can partially be rationalised by heterogeneity in the HPV test used.

The absolute sensitivity values reported in Stanczuk 2016 for HPV testing on self-collected
vaginal samples are within the range reported for similar studies in Arbyn 2014, with sensitivity
for detection of CIN2+ and CIN3+ of 94.6% (95% Cl 90.7% to 98.5%) and 95.8% (95% Cl 91.1% to
100%) respectively. The absolute specificity observed was in agreement with the values from the
meta-analysis. HPV testing on self-collected vaginal samples for the detection of both CIN2+ and
CIN3+ was considered as sensitive and as specific as the testing on clinician-collected samples.3®
The relatively high sensitivity values may be explained by the use of a PCR detection method in
Stanczuk 2016, which is known to be more analytically sensitive than other tests, such as the
Hybrid Capture 2 (HC2) HPV test which was used in the majority of studies identified in Arbyn
2014.%

Overall, the accuracy results reported in Arbyn 2014 should be considered at low risk of bias.
The SLR was well conducted, and identified studies which are highly relevant to this review in
terms of study population and reference testing.® The results are also supported by an
additional study identified in this review.3®

Further points to note are considerations made in Arbyn 2014 regarding self-sampling devices
and HPV test methods. No significant differences were observed between the different self-
sampling devices used across included studies. The assay used in the vast majority of studies
identified in the SLR was HC2. Using HC2 as a reference, generally no significant differences
were observed to other HPV tests. There were just 2 exceptions: a significantly higher sensitivity
using a ‘MALDI-TOF’ test; and significantly higher specificity using an APTIMA HPV test.®

2.2.1.1.4 Evidence summary

This review considers the accuracy of HPV testing on self-collected samples based on evidence
from a good quality SLR* which has been demonstrated to have a good applicability to this
review and results from one further primary study.3®

Evidence across these publications suggests that the accuracy of HPV testing in self-collected
samples is lower than in clinician-collected samples, but not substantially lower, and could be
considered an appropriate alternative to clinician-sampling for women not attending primary
screening.® 3¢ The high relative accuracy results reported in Stanczuk 2016 on self-collected
vaginal samples highlight the potential for optimisation of testing by varying the HPV assay,*® a
factor which could warrant further investigation.

Analysis of evidence relevant to criterion 4 — Accuracy of HPV testing on self-collected

specimens

Quantity: Overall the evidence identified comprises one SLR®®> and one additional primary study
in a cohort of 5,318 women.?® The SLR reports 36 primary studies, 16 of which are of high
relevance to this review. The total number of studies represent a reasonable evidence base to
consider the accuracy of HPV testing on self-collected samples.

Quality: An assessment of the methodological quality of the SLR demonstrated that it had
overall good quality, with only one question in the AMSTAR checklist not having been
addressed.®® The SLR reported the quality of its included studies as moderate to good and an
assessment of the quality of Stanczuk 2016 showed it to have a generally low risk of bias to this
review question.®® The only exception was that not all patients enrolled in the study received a
reference standard or were included in the analyses, potentially biasing the accuracy results.
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Applicability: The eligibility criteria for the inclusion of studies in Arbyn 2014 were generally well
aligned to those applied in this review.3> One concern regarding the study populations included
in the SLR has been considered. Studies examining both women who are considered at high-risk,
or who had been invited to follow-up cytology were included, while the population of interest in
this review is a healthy screening population. However, some outcomes were presented
separately for a low-risk population, and it was demonstrated that the variability between the
populations was low, leading to a low risk of bias in results pooled across all included studies.
Overall, the results from the SLR are considered applicable to this review. An assessment of
applicability of Stanczuk 2016 using the QUADAS-2 checklist also demonstrated a low risk of
bias.3®

Consistency: A relatively broad range of absolute accuracy values for the detection of CIN2+ and
CIN3+ in self-collected samples were reported in Arbyn 2014. However, to an extent, this result
can be rationalised by the difference in HPV test methodology in the included studies and it was
demonstrated that, with one exception, issues of study quality did not impact on accuracy.3® The
absolute accuracy values reported in Stanczuk 2016 fall within this range and support the
consistency of the result presented from the meta-analysis.3®

Conclusion

The publications identified in this review present a relatively broad range of accuracy results of
HPV testing on self-collected samples. However, this is partially explained by heterogeneity in
the study methodology and it is concluded that, while the accuracy of testing on self-collected
samples in lower than on clinician-collected samples, it is not substantially lower and can be
considered a suitable alternative for women who do not attend for primary screening. An
investigation into the most accurate HPV testing methods may be of use to optimise the
accuracy of testing on self-collected samples and further validate the use of this method in a
screening programme.

Summary: Criterion 4 met for self-sampling

2.2.1.2 Question 5 — Does self-collection of vaginal specimens increase uptake of cervical
screening?

Criterion 6 of the UK NSC Screening Criteria states that: ‘The test, from sample collection to

delivery of results, should be acceptable to the target population.’

This review looked for studies reporting the uptake of self-sampling as a screening method for
HPV in populations of under-screened women.

2.2.1.2.1 Description of the evidence
This review identified one SLR and meta-analysis,*® and 10 additional primary studies,
reporting self-sampling participation in ‘under-screened’ populations.

39-48 a”

The SLR, Verdoodt 2015, identified 16 studies and evaluated whether offering a self-sampling kit
could increase screening attendance in irregularly-screened or never-screened women, or
women who did not respond to >1 invitation for conventional screening.®® These populations
align with the eligibility criteria in this review. Further criteria applied in Verdoodt 2015 were the
exclusion of studies without a comparator arm, and studies with less than 1,000 participants;3®
as a result, the SLR would have excluded some studies which would have been eligible for
inclusion in this review. However, these would have been small, non-comparative studies which
would be unlikely to change the overall weight of the evidence.
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2.2.1.2.2 Quality assessment

An assessment of the methodological quality of the SLR, using the AMSTAR checklist,
demonstrated moderate quality, with 6 of 11 checklist questions addressed.® The points which
were not addressed were mostly in relation to reporting and were not considered to be of great
concern to the overall SLR quality.

Verdoodt 2015 assessed the quality of its included studies using the Cochrane tool for bias and
reported overall moderate to high study quality (Table 4).3 The studies were all conducted in
‘under-screened’ populations, which is the population of interest in this review question. The
eligibility criteria with regards to age of participants in the studies were generally well aligned to
the UK screening population, ranging from a minimum of 25 to 39 years old to a maximum of 50
to 69 years old. Of note in this quality assessment is that the exact time interval which was set
as a threshold for ‘participation’ was not reported in a quarter of studies. A high risk of bias for
‘selective reporting’ was assigned to one study because women who had undertaken
conventional screening in the clinic were removed entirely from the total number of women in
the self-sampling arm, as opposed to presenting a per-protocol result (that is, the uptake of self-
collected sampling amongst the entire population who were offered self-sampling). Women
who opted out from the study were also removed entirely from analyses. Both omissions have
potential to bias the result.

Table 4 Quality assessment (Cochrane tool for bias) of the studies included in Verdoodt 201532

Risk of bias Selection . Attrition Reporting

Random sequence Allocation Incomplete Reporting of Selective
generatlon concealment outcome data timelines reporting
Low 6 I 12
Moderate 0 4 3
High O O 0 0 1

The 10 additional primary studies identified in this review were assessed for quality using a
modified Downs and Black checklist, the results from which are presented in Table 5.3948

Table 5 Quality assessment (modified Downs and Black) of the primary studies included in this review

Question

Ducancelle 2015%°

~
<
(-]
-
(=]
(]
-
(]
c
(]
=
=]
=
£

EXTERNAL VALIDITY

Summary ‘ Low ‘ Low | Low | Low | Low | Low | Low ‘ Low ‘ Low ‘ Low

CONFOUNDING

Summary ‘ Low ‘ Low | High | Moderate ‘ Low | Low ‘ Moderate ‘ Low ‘ Moderate ‘ High
POWER
Summary ‘ High ‘ N/A ‘ Unclear ‘ Unclear ‘ Unclear ’ N/A ’ N/A ‘ N/A ‘ Low ‘ Unclear

Across all 10 identified studies, a low risk of bias is associated with ‘external validity’.>**® To a
certain extent, all studies assessed the population of interest to this review (women eligible for
cervical cancer services but who do not participate in clinician led screening), although some
were slightly less applicable, for example, Duke 2015 recruited from a generally ‘under-
screened’ population instead of identifying individual women who had not responded to a
screening invitation.*! An additional concern is that none of the study populations were in age
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ranges which align with UK cervical cancer screening eligibility,3**® however, this is unlikely to
have a major impact on outcomes. Overall the studies are considered applicable.

The primary studies had an overall moderate risk of bias with respect to confounding. All studies
included an accurate measure for participation outcome, but in 3 studies the number of samples
returned but which had inadequate sample for testing were not reported.**> 4’ The risk of bias
relating to confounding was generally unclear as a result of under-reporting of baseline
characteristics for the study populations. Among comparative studies, only 2 studies reported
prognostic factors for participants: Sultana 2016 reported participant age and Racey 2016
additionally reported lifetime smoking history and number of sexual partners.** %8 As a result of
the majority of studies not reporting baseline characteristics, the impact of these factors, or the
requirement for adjustment to analyses to account for these, was unclear.

Many of the studies were non-comparative. For 4 comparative studies, power calculations were
not reported,*” *? 8 or not reported for the outcome of interest.** One study reported power
calculations but did not meet its prespecified required sample size: 16,500 women in each arm
were required to give 80% power to detect a 1.4% difference in participation rates, however
only 30,130 women were randomised.?® Only a single study reported that it had adequate
power to detect a meaningful difference between study arms.?

2.2.1.2.3 Results
Participation in self-sampling and clinician-collected sampling was reported in Verdoodt 2015
separately for studies utilising an intention to treat (ITT) or per-protocol analysis approach.®

The distinction between intention to treat (ITT) and per-protocol analyses is as follows:

e ITT results consider all participants who are screened including both those
participating in self-sampling and those who attend for clinician-collected samples

e per-protocol analyses only consider the number of participants returning self-
samples

Pooled analysis results from Verdoodt 2015 are presented in Table 6.3

Table 6 Verdoodt 2015 absolute participation results in ITT and per-protocol analyses3®

Absolute participation \ Participation

Relative participation .
Self-sampling, % (95% | Clinician-sampling, % (92% Cl)p difference, % (95%

Cl) (95% Cl) Cl)

Studies, n

Per-protocol
20.7
10.3 2.06 9.9
Mail-to-all 13 (16.9 to 24.8)
[range: 6.4 to 34.0] (6.2 to 15.2) (1.44 to 2.96) (5.8t013.9)
. 9.7 12.2 0.72 -3.2
Opt-in 3
(6.5 to 13.5) (10.9 to 13.6) (0.53 t0 0.99) (-6.6 t0 0.1)
ITT
23.6
10.3 2.40 12.6
Mail-to-all 13 (20.2 to 27.3)
[range: 10.2 to 39.0] (6.2 to 15.2) (1.73 t0 3.33) (9.3t015.9)
Obt-in 3 14.0 12.2 0.97 0.2
P (8.0t0 21.4) (10.9 to 13.6) (0.65 to 1.46) (-4.5t0 4.9)

ITT, intention to treat

Verdoodt 2015 pools results separately for ‘mail-to-all’ or ‘opt-in’ study designs because the
participation between these different distribution scenarios varied significantly. In mail-to-all
studies, all participants were sent self-sampling kits directly to their home addresses, whereas in
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opt-in study designs, women were sent an invitation to order a self-sampling kit by phone or
mail, or alternatively to pick up a kit at a pharmacy. In mail-to-all studies, both per-protocol and
ITT participation was significantly higher in the self-sampling arm than in the control arm.
However, the results pooled across studies with an opt-in design did not demonstrate a
significant difference between the self-collected and clinician-collected arms in either per-
protocol or ITT analyses.?® The results here highlight the impact of self-sample kit distribution on
screening participation. The comparative ITT and per-protocol uptakes are discussed below.

Intention to treat participation
Four primary studies,*> %> 4648 in addition to the pooled analyses in Verdoodt 2015, reported
an ITT analysis. Results from these studies are presented in Figure 7.
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Figure 7 ITT participation in screening
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ITT, Intention to Treat; SOC, Standard of Care; SOC defined as opportunistic screening.

Self-collected (a): Evalyn Brush sampling device; Self collected (b): Delphi Screener sampling device
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In all studies which reported participation in a control arm, the participation in screening was
higher for participants offered self-collected sampling than for those who were offered clinician-
sampling. Verdoodt 2015 reported an ITT uptake pooled across the mail-to-all studies of 23.6%,
whereas in the comparable clinician-collected arm the uptake was 10.3%.%8 Absolute ITT
participation in women offered self-collected sampling in the additional primary studies ranged
from 11.5%* to 33.5%,%* demonstrating a general agreement with the meta-analysis results.

A generally consistent result for screening uptake was reported across a well conducted SLR and
4 additional publications with no key quality concerns.3® 42.43.46.48 A¢ 3 result, the results
presented above are likely to be reliable.

Per-protocol participation
All 10 included primary studies,*** in addition to Verdoodt 2015,% reported a per-protocol
analysis. Res