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[Summary]

This study started as a cohort study from a population-based screening program conducted in the selected
local governments to evaluate the effectiveness of the HPV testing verification services in the framework of
cancer screening promotion services by the Ministry of Health, Labor and Welfare in 2013. The objective of
this study was to determine the sensitivity and specificity for cervical intraepithelial neoplasia grade 3 or
worse (CIN3+), its morbidity, and both advantages and disadvantages of new modality of screening, compared
with screening using cervical cytology alone. Therefore, the results of this study are considered to provide
scientific evidence to support decisions about introducing HPV testing in addition to cervical screening in
Japan. In 2013, the cohort study was performed in which participants who had undergone cytology screening
alone (Control group) and those who had undergone combined screening with cytology and HPV testing
(Intervention group) were compared. In 2014 and 2015, we continued the enrollment of participants using the
same study design as that from 2013, in order to the inclusion of a greater number of participants.
Consequently, the number of participants from 2013 to 2015 increased to about 25,080 (Control group: 13,845,
Intervention group: 11,233) as of April 1, 2017.

From 2014 to 2016, the following tasks were conducted.

1) Selection of the local governments to participate in this study, request their cooperation and
establish research execution system

2) The conduction of first round screening, baseline registration and collecting and management
of the screening data

3) Conduction of detailed examination and follow-up survey of participants who were referred
for detailed examination and collecting data of detailed examination

4) The conduction of second round screening, and collecting the screening data

5) Questionnaire survey of the morbidity in participants who did not undergo the second
screening and those who did not have detailed examination

In order to undergo the above matters, we continuously conducted supports for the accuracy management
of screening and for execution of this study, in accordance with the situation of participating local
governments. The following matters to be resolved when HPV testing was added to screening modalities are

described below.

+ In local governments that satisfied the conditions for accuracy management of cervical cancer
screenings, the results of screening and detailed examinations were collected without problem.
On the other hand, in some local governments without established system of accuracy
management, outcomes of detailed examinations were occasionally not obtained. However, with
strong supports from us, it turned out that grasping outcomes can be accomplished even in these
local governments. Insufficient systems for accuracy management must be resolved in advance
of the addition of HPV testing for cervical cancer screening.

-+ Some of the participants in the intervention group were suggested to undergo cytology as a
detailed examination 12 months later, instead of immediate work-up. The participation rate of



work-up examination in the participants of the detailed examination after 12 months was
remarkably low, compared with those of immediate work-up. This proved to be an important
issue that would decrease the effectiveness of introduction of HPV testing unless resolving before
assuming introduction.

« The participation rate for the second round screening conducted in 2015 for the participants who
were enrolled in 2013 tends to be low, suggesting insufficiency of the system for continuous
cervical cancer screening in Japan.

Therefore, in order to improve the effect of cervical cancer screening in our country, it is not enough to
carry out the assessment of the screening modalities alone. It was confirmed that improvements in the
accuracy management system for screening, such as consultation and grasp of detailed examinations,
continuous cancer screening, etc., are a priority.

Based on the participation rate of work-up examination that was estimated from all subjects in this study and
the studies in other countries, the number of participants required for the study was revised to approximately
10,000 persons per group in 2016. Since the participants reached this target number, the baseline registration
was completed in 2015. This study will be completed by the ~7-year follow-up for the participants
who were included in the baseline registration. The study has been designed to collect and provide the
data necessary for the addition of HPV testing to cervical cancer screening, by investigating the
advantages/disadvantages, including the effect on incidences of CIN3+, and appropriate screening intervals.

This study is expected to elucidate the effectiveness of cervical screening using cytology combined with
HPV testing in Japan, by showing the changes in the incidence of CIN3+ in the cohort study and the
disadvantages of screenings. These results will be released to the public. While conducting research jointly
with local governments, we sought to elucidate what kind of screening system and accuracy management
system can guarantee the usefulness of HPV testing when HPV testing is introduced for screening program.
Therefore, this cohort study will provide evidences in which appropriate screening methods and screening
system, and will aim to contribute to national policy of screening project in Japan.
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