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SUMMARY

Cervical cancer screening in Québec: recommendations for implementing the
human papillomavirus detection test (HPV test) as the primary screening test

Executive summary regarding the update

This publication is an update of the January 2022 report entitled Cervical cancer
screening in Québec: recommendations for implementing the human
papillomavirus detection test (HPV test) as the primary screening test. Given the
recent publication of new evidence, INESSS, at the request of the MSSS, has
updated its position concerning self-sampling.

About this update:

Only studies concerning the entire screening-eligible population were considered
for the parameters that were evaluated (the test’s performance and the
participation rate).

In this update, the positions of the advisory committee and the standing
deliberative committee for the report published in 2022 have been replaced with
those of the committees whose work was carried out for the purpose of this
update.

This report concerns all persons with a uterus, regardless of their gender
identification.

References have been added to this update to guide the reader towards the
algorithm on screening for cervical cancer and managing precancerous lesions
(2023). Thus, section 3.7, which deals with the follow- up of abnormal results, has
been deleted because it is contained within this algorithm.

In 2023, INESSS also published a rapid response concerning the interval required
between a Pap test and an HPV test when transitioning to this screening method.

The parts that have been added are indicated throughout this publication (text in
blue).

Upon completion of the update, the following statements concerning self-sampling were
deleted because they no longer apply:

Given that there is no specific evidence regarding self-sampling in the general
population, a research or pilot project with implementation and outcome indicators
would serve to document the feasibility and performance of this sampling method
within a cervical cancer screening program.



o INESSS will need to keep abreast of the evolving knowledge and evidence
concerning other components of the program, particularly regarding the use of
self-sampling in the general population.

Upon completion of the assessment, the initial recommendation concerning the relevance
of self-sampling, that is:

INESSS is of the opinion that self-sampling offers many advantages and
that it should be included among the options for implementing Québec’s
cervical cancer screening program, taking the following into account:

» Self-sampling should be offered to the underscreened. This includes
anyone who does not participate in screening according to the
guidelines.

* As knowledge evolves, self-sampling could also be one of the options
offered to the general population. The literature and international
practices will need to be monitored in order to guide decision-making.

e Laboratory validation of the self-sampling kit would be necessary and
could affect the program’s implementation timeframe. This could be
avoided if the kit were validated by the manufacturer for this type of
sampling.

Has been replaced with:

INESSS is of the opinion that self-sampling offers many advantages and
that it should be included among the options considered in the
implementation strategy for Québec’s cervical cancer screening program
for all eligible persons, taking the following into account:

e Laboratory validation of the self-sampling kit will be necessary if it has
not been approved by Health Canada and could have an impact on
the program’s implementation timeframe. This could be avoided if the
kit was validated by the manufacturer for this type of specimen
collection.

e |f self-sampling cannot be offered to all eligible persons, an effort
should be made to offer it to underscreened populations, as
recommended in the initial report published in 2022.



Mandate

In Canada, it is estimated that 1 in 168 women will develop cervical cancer in her lifetime.
However, both the incidence and mortality of cervical cancer have decreased significantly
over the past few decades. This decrease is largely attributable to cytology-based
cervical cancer screening (Papanicolaou or Pap test). Another cervical cancer screening
option is the human papillomavirus (HPV) detection test, a molecular test that detects the
virus’s nucleic acids from a genital specimen.

In 2017, the Institut national d’excellence en santé et en services sociaux (INESSS)
published a state-of-knowledge report comparing cytology and the HPV test. According to
the data compiled in that report, the HPV test compares favourably to cytology.
Consequently, the Ministére de la Santé et des Services sociaux (MSSS) informed
INESSS of its intention to proceed with the implementation of the HPV test as the primary
cervical cancer screening test. The ministry has requested recommendations on the
strategies and measures for implementing this test, particularly with regard to optimizing
screening participation, the screening pathway to be chosen, the relevance of offering
self-sampling, and how to ensure that individuals with abnormal screening test results are
optimally managed.

Methodology

To respond to the assessment questions, an extensive search of the scientific literature
was conducted. All study designs were included, with the exception of conference
abstracts, narrative reviews, and case series. Contextual and experiential data were
collected from experts on an advisory committee. Consultations with the screening target
population were held to obtain their perspectives on the upcoming changes. All the data
(scientific, contextual and experiential) were integrated in order to summarize the
findings, which were assigned a level of evidence using the GRADE method. These
findings, along with proposed recommendations, were submitted to the Comité
d’excellence clinique for deliberation with a view to making the final recommendations.

An update of the data on the relevance of self-sampling in the general population was
done, using the same study selection criteria.

Impact of vaccination

This question aimed to determine the populational impact of HPV vaccination on the
prevalence of HPV infection, precancerous cervical lesions and cervical cancer.

The data reviewed suggest that vaccination results in a lower incidence of cervical
cancer. This reduction appears to be greater in individuals who were vaccinated before
the age of 17 years. As for high-grade precancerous lesions (CIN2+), vaccination
appears to have reduced their incidence among women aged 24 and under. One study
has also reported a lower prevalence of all grades of cervical lesions in young women
who were vaccinated against HPV in elementary school.



Regarding infections with HPV 16 and 18, which are linked to the majority of cervical
cancers, their prevalence has reportedly decreased in the population of young women
aged 24 and under. Infections with the quadrivalent vaccine HPV types (HPV 6, 11, 16
and 18) are less common in vaccinated girls and women. This difference appears to be
more pronounced in younger individuals.

Screening pathway

This question aimed to determine the age at which screening should start and stop, the
optimal interval between screening cycles, the appropriate method for triaging HPV-
positive results, how to follow individuals with an abnormal screening result, and the
appropriateness of adjusting the screening protocol according to individual vaccination
status. Guidelines and health technology assessment reports on HPV test screening
were reviewed, as were meta-analyses and primary studies that provided relevant data
for responding to these questions.

Based on the guidelines identified, the recommended age to initiate screening varies from
25 to 35 years. Some recommend cytology for younger women and HPV testing
thereafter to preserve the HPV test’s specificity, which is better in women aged 30 and
older. No studies were found that examined the age at which HPV test screening should
start.

Based on the published guidelines, the recommended age to stop screening varies from
65 to 74 years. No studies were found that examined the age at which HPV test
screening should be stopped. One Canadian modeling study suggests that stopping HPV
test screening at age 55 is safer than stopping cytology-based screening at age 70.
Further reductions in the lifetime cervical cancer risk can be achieved by continuing HPV
test screening until age 75.

In the guidelines identified, the recommended interval between screening cycles is
generally 5 years. A few guidelines recommend intervals of at least 3 years, or 3to 5
years. To determine the optimal interval between two HPV tests for cervical cancer
screening, one must know the length of time during which a negative HPV result would
be associated with a low risk of being diagnosed with precancerous lesions or cancer.
Based on the included studies, the risk of CIN2+, CIN3+ or cancer during the 5 years
following an HPV-negative result is lower than the risk during the 3 years following a
negative cytology result.

Referral to colposcopy of all those who test positive for HPV would significantly increase
the demand for colposcopies and generate a large number of false positives. Therefore,
the choice of how best to triage HPV-positive results is a concern. Three triage strategies
were evaluated: triage by cytology, triage by partial genotyping (HPV 16 and 18), and a
strategy combining these two methods. Based on the included studies, triaging
HPV-positive results by cytology leads to a significant loss in the screening strategy’s
sensitivity compared to a scenario with no triage test. Combining partial genotyping

(HPV 16 and 18) and cytology to triage HPV-positive results appears to offer a better
balance between sensitivity and specificity.



In cases where a triage strategy is used, some individuals with a positive HPV test result
would not be immediately referred for colposcopy because of a normal triage test result.
The data reviewed suggest that these persons are at high risk for developing high-grade
lesions or cancer during the years that follow. Two cohort studies suggest that the 5-year
risk of CIN3+ lesions in HPV-positive women with normal or low-grade cytology warrants
repeat HPV testing one year after the first HPV-positive result, according to the American
Society for Colposcopy and Cervical Pathology’s guidelines. Furthermore, the results of
one cohort study suggest that repeating the HPV test one year after an HPV-positive
result with normal cytology permits identifying those most at risk for developing high-
grade cervical lesions during the subsequent 5 years.

INESSS published an algorithm on screening for cervical cancer and managing
precancerous lesions (2023) that established the requirement, in the Québec context,
that a colposcopy performed subsequent to screening with an HPV test be preceded by
cytology, regardless of the HPV genotype detected".

The guidelines identified do not recommend adjustments to the screening protocol based
on individual vaccination status. In addition, no studies were identified that evaluated the
performance, efficacy or safety of HPV testing according to vaccination status. Therefore,
the available data are insufficient to justify adjustments to the screening protocol
according to individual vaccination status.

Relevance of self-sampling

The relevance of self-sampling for cervical cancer screening involves three sub-
questions: the performance of self-sampling HPV testing versus clinician-sampling HPV
testing; the impact of offering self-sampling on screening participation; and the
acceptability of self-sampling.

The data reviewed suggest that the performance of self-sampling HPV testing is similar to
that of clinician-sampling HPV testing. One meta-analysis found that the two are
equivalent, provided that self-sampling is used in conjunction with an HPV test that uses
a polymerase chain reaction (PCR) technique rather than a signal amplification
technique. In addition, offering self-sampling to the underscreened (see below) increases
their screening participation rate. The information from the screening program in the
Netherlands, which has been in place since 2017, does not point to an increase in the
participation rate in the general population.

Mailing the self-sampling kit appears to be more effective in increasing participation than
making the kit available in pharmacies or medical clinics. However, there is no evidence
concerning the impact of self-sampling on the screening participation rate in the general
population. Lastly, self-sampling is considered acceptable by the vast majority of those
who have done it. It was considered painless, easy to do and convenient by a large
majority of the participants in the included studies. The women who prefer to consult a

' Because of the publication of the algorithm on screening for cervical cancer and managing precancerous lesions
(2023), the section in the 2022 report concerning triage strategies was not included in this report.




clinician for their screening expressed concerns about their ability to self-sample correctly
and, therefore, about ensuring the validity of the result.

Australia, the Netherlands, Sweden and New Zealand have implemented cervical cancer
screening programs that offer self-sampling to all screening-eligible persons. In Canada,
British Columbia now offers self-sampling to all those eligible for it.

Certain groups are more likely to not adhere to screening, such as indigenous people,
immigrants, socioeconomically disadvantaged individuals, and members of the lesbian,
gay, bisexual, transgender, queer and other (LGBTQ+) community. A survey of the
literature served to document the barriers these persons face and provided an
understanding of the potential usefulness of self-sampling in these settings. Personal,
cultural and geographical barriers were identified, along with those related to access to
health services. The included studies suggest that self-sampling is considered an
acceptable option by people in underscreened groups and that it could meet their needs.

Organizational issues

The implementation of the HPV test as the primary screening test will be accompanied by
the creation of a provincial cervical cancer screening program. As a result, there will be
several changes aimed at better organizing the offer of this service. A strategy for inviting
those eligible for screening could be implemented to optimize screening coverage and
facilitate access to screening for persons without a family physician. The laboratories that
will analyze the specimens will have to be designated, and the significant increase in the
volume of HPV tests might require purchasing equipment and instituting validation and
quality control processes. The shift to HPV testing also means that steps will have to be
taken to inform the public and health professionals about the upcoming changes. These
measures will help ensure the optimal use of the HPV test.

As well, issues specific to implementing self-sampling were identified. Some of them
depend on how self-sampling would be offered and who would be targeted, such as
whether the entire screening-eligible population would be targeted or only the
underscreened. The laboratories would have to validate the kit, which could be a lengthy
process. This could be avoided if the kit were validated by the manufacturer for this type
of sampling, if applicable. Furthermore, identifying underscreened individuals for the
purpose of sending them a self-sampling kit would be complicated and would raise
acceptability issues.

Perspectives of the population targeted by screening

A total of 23 Québec women participated in a focus group consultation. The subjects
covered during these discussions included their cervical cancer screening habits and
experiences and the upcoming changes that will accompany the implementation of HPV
testing. The qualitative analysis of the data identified six topics that emerged from the
discussions. The first three are personal aspects of screening: reactions to the changes
and the impact on women'’s screening habits, the link women make between screening
and sexual health in general, and the fear of missing cases of cervical lesions. The other



three topics, which are broader, address populational aspects of screening: the
importance of informing the population about screening, equal access to it, and the
organizational changes that will be needed to maximize the benefits of HPV testing.

Deliberations

Based on the scientific, contextual and experiential data gathered, proposals for
recommendations concerning the screening pathway were developed with the advisory
committee and presented to the members of the Comité d’excellence clinique en
dépistage des maladies chroniques. After discussion and deliberation, the members of
this committee unanimously endorsed all the screening pathway recommendations. A few
changes to the wording were proposed and were incorporated by INESSS when making
the final recommendations.

The use of self-sampling was discussed on numerous occasions with the members of the
Comité d’excellence clinique in order to arrive at a recommendation deemed fair and
reasonable that took the potential issues into account. From the outset, the committee’s
members were very much in favour of self-sampling in the context of cervical cancer
screening. They recognized that this method would be particularly useful for reaching the
underscreened, but they also believed that self-sampling should be made available to
everyone eligible for screening who wishes to avail themselves of it. They mentioned
many advantages of this approach, such as the positive impact on access to screening
and the reduction in the burden of collecting specimens, which generally falls on family
physicians. The committee members also identified and acknowledged issues and
drawbacks associated with the broader availability of self-sampling, including the
absence of data on budget impact, effects on other gynecological and sexual health
problems, and issues associated with the validation of the kit by each laboratory involved.

Lastly, at the end of the deliberations, the majority of the members of the Comité
d’excellence clinique en dépistage des maladies chroniques agreed with the proposal
below, which recommends the use of self-sampling for underscreened individuals but
remains open to extending screening to the general population, depending on the
evolution and availability of data in this regard.

2024 update — At the end of its deliberations, the Comité délibératif permanent —
Approches diagnostiques et dépistage felt that self-sampling is an option that should be
offered to everyone eligible for cervical cancer screening.



Recommendations

SCREENING PATHWAY

Regarding the cervical cancer screening pathway, INESSS recommends:

initiating cervical cancer screening with the HPV test at age 25;
stopping HPV test screening at age 65;
that HPV test screening be done at 5-year intervals;

cytology should be performed on everyone who tests positive for HPV, regardless of the
genotype. The liquid medium specimen makes it possible to perform a cytological
examination on the same laboratory sample as that used for the HPV test. Otherwise,
an HPV-positive person will need to be called to come back for cytology (see the
algorithm on screening for cervical cancer and managing precancerous lesions (2023).

INESSS does not recommend adjusting the screening protocol according to individual
vaccination status. Such adjustments could become useful when the impact of vaccination in
the screening-eligible population is greater or when data to support such adjustments become
available.

SELF-SAMPLING

INESSS is of the opinion that self-sampling offers many advantages and that it should be
included among the options considered in the implementation strategy for Québec’s
cervical cancer screening program for all eligible persons, taking the following into
account:

validation of the self-sampling kit will be necessary if it has not been approved by Health
Canada and could have an impact on the program’s implementation timeframe. This
could be avoided if the kit was validated by the manufacturer for this type of specimen
collection.

if self-sampling cannot be offered to all eligible persons, an effort should be made to
offer it to underscreened populations, as recommended in the initial report published in
2022.




GENERAL CONSIDERATIONS

Screening is open to anyone with a cervix, regardless of their gender identity.

Screening and any required follow-up should be available to all eligible persons, whether
they have a family physician or not.

These recommendations do not apply to individuals at high risk for developing cervical
cancer, such as immunocompromised persons.

These recommendations apply only to the use of the HPV test in the context of cervical
cancer screening and do not apply to screening for other cancers that can be caused by
HPV.

These recommendations do not replace the usual clinical approach used to investigate a
person with signs or symptoms of cervical cancer.

If self-sampling is made available to all eligible persons, they should be able to choose
the sampling method that suits them.

Performance indicators for the cervical cancer screening program, including the self-
sampling component, should be defined and data should be collected. The evaluation of
the program’s performance could reveal the need to adjust some of the colposcopy
referral criteria to reduce the number of false positives.

The implementation of the cervical cancer screening program in the manner to be
determined, and the use of self-sampling, would require obtaining and using the personal
information of eligible individuals in order to send them information and possibly a self-
sampling kit.

Given that there is no specific evidence regarding self-sampling in the general population,
a research or pilot project with implementation and outcome indicators would serve to
document the feasibility and performance of this sampling method within a cervical cancer
screening program.

INESSS will need to keep abreast of the evolving knowledge and evidence concerning
other components of the program, particularly regarding the use of self-sampling in the
general population.

The situation is changing rapidly as a result of vaccination, and the recommendations
may need to be revised when the impact of the nonavalent vaccine, which has been in
use in Québec since 2016, becomes apparent in the age groups targeted by the
screening. The first individuals who received the nonavalent vaccine at school age
through the HPV vaccination program will be 25 years old in 2032.
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