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Abstract

Background: Incidence of and mortality from colorectal cancer (CRC) can be effectively reduced by screening with the fecal
immunochemical test (FIT) or colonoscopy. Individual risk to develop CRC within 15 years varies from <1% to >15% among
people aged 50 to 75 years. Communicating personalized CRC risk and appropriate screening recommendations could improve
the risk-benefit balance of screening test allocations and optimize the use of limited col onoscopy resources. However, significant
uncertainty exists regarding the feasibility and efficacy of risk-based screening.

Objective: We aim to study the effect of communicating individual CRC risk and a risk-based recommendation of the FIT or
colonoscopy on participants' choice of screening test. We will also assess the feasibility of a larger clinical trial designed to
evaluate the impact of personalized screening on clinical outcomes.

Methods: We will perform a pilot randomized controlled trial among 880 residents aged 50 to 69 years eligible to participate
in the organized screening program of the Vaud canton, Switzerland. Participants will be recruited by mail by the Vaud CRC
screening program. Primary and secondary outcomeswill be self-assessed through questionnaires. Therisk scorewill be calculated
using the open-source QCancer calculator that was validated in the United Kingdom. Participants will be stratified into 3
groups—Ilow (<3%), moderate (3% to <6%), and high (=6%) risk—according to their 15-year CRC risk and randomized within
each risk stratum. The intervention group participants will receive a newly designed brochure with their personalized risk and
screening recommendations. The control group will receive the usual brochure of the Vaud CRC screening program. Our primary
outcome, measured using a self-administered questionnaire, is appropriate screening uptake 6 months after the intervention.
Screening will be defined as appropriate if participants at high risk undertake colonoscopy and participants at low risk undertake
the FIT. We will also measure the acceptability of the risk score and screening recommendations and the psychological factors
influencing screening behavior. We will also assess the feasibility of afull-scale randomized controlled trial.

Results. We expect that atotal sample of 880 individuals will allow us to detect a difference of 10% (a=5%) between groups.
The main outcome will be analyzed using a 2-tailed chi-squared test. We expect that appropriate screening uptake will be higher
in the intervention group. No difference in overall screening uptake is expected.

Conclusions:  We will test the impact of personalized risk information and screening recommendations on participants’ choice
of screening test in an organized screening program. This study should advance our understanding of the feasibility of large-scale
risk-based CRC screening. Our results may provide insightsinto the optimization of CRC screening by offering screening options
with a better risk-benefit balance and optimizing the use of resources.
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Introduction

Background

Colorecta cancer (CRC) isthethird most common cancer after
breast and lung cancers [1]. In 2020, CRC affected
approximately 2 million people worldwide and caused 900,000
deaths. In Switzerland, every year, 4500 people are diagnosed
with CRC, of whom 1760 die from CRC [2]. However, CRC
can be effectively prevented by screening that allows detection
and removal of early-stage cancers and precancerous lesions
[3-5]. The 2 most frequently offered screening options are
colonoscopy and the fecal immunochemical test (FIT).
Colonoscopy is more sensitive, especialy for polyps[6,7], but
it carriesrisks of bleeding and perforation [8,9]. It also requires
an onerous bowel preparation; can be embarrassing for patients;
and, asapopulation-level screening test, requiresalarge number
of gastroenterologists. The FIT isless costly and noninvasive,
can be performed at home without preparation, and has higher
acceptance [6,10]. The impact of the FIT on CRC mortality
over multiple rounds of screening is likely similar to
colonoscopy [7,10], and it seems to decrease CRC incidence
by approximately 33% [11].

Major risk factors for CRC are advanced adenoma, increasing
age, and asmall number of rare genetic syndromes[5]. Multiple
other factorsrelated to environment and lifestyle influence CRC
incidence and can also contribute to one’s risk of developing
CRC [12]. One of the best-performing risk calculators is the
open-source tool QCancer [12], developed in the United
Kingdom and validated on 2 large cohorts of 3.6 million and
2.1 million patients [13,14]. It performed well in comparison
with other algorithms [14,15].

Currently, in Switzerland and many other countries, the
population is divided into 2 groups. people at average risk of
CRC and those at very high risk of CRC because of a personal
history of advanced adenomas or CRC, a familia history of
CRC, symptoms concerning for cancer, or rare genetic
syndromes [5]. Individuals at very high risk are offered regular
surveillance colonoscopies and are not part of organized
screening programs. However, the population at average risk
is not homogeneous and could be broken up into at least 3
groups: high, moderate, and low risk. In 2019, the BMJ Rapid
Recommendations team [12] made a weak recommendation
against screening for individualswith aCRC risk of <3%inthe
next 15 years using the QCancer calculator [12]. However,
because zero risk does not exist, recommendations against
screening are questionable. Neverthel ess, the threshold of <3%
risk can be used to recommend the FIT and not colonoscopy.
In clinical practice, patients with arisk of >6% in the next 15

https://www.researchprotocol s.org/2023/1/e46865

yearsare generally offered colonoscopy surveillance. Thus, 6%
risk can be considered athreshold for the high-risk level.

These cutoffs could optimize the use of colonoscopy resources,
which are limited. The mgjority of people are at low risk
(approximately 60%; JUsher-Smith, PhD, email, June 21, 2020).
Offering them colonoscopy results in its overuse and risk of
complication for the individuals who are less likely to benefit
from screening. On the contrary, reorienting individuals at low
risk to the FIT would reduce the number of individuals who
choose colonoscopy as a screening test and, therefore, reduce
waiting time for those at high risk. Given that the ultimate aim
of screening is to diminish mortality, colonoscopies should be
reserved for people at high risk because differences in risk
reduction between colonoscopy and the FIT become more
pronounced for this population [16].

However, theimpact of personalized screening on the screening
test choice remains unclear. A meta-analysis has shown that
personalized risk communication alone does not improve the
overall uptake of screening tests [17]. Indeed, communicating
personalized risk without giving clear screening
recommendati ons may have no influence on screening behavior
or even decrease it. This is in accordance with the view that
providing peoplewith threatening information only can decrease
desired hedlth behaviors if people cannot cope with the
threatening information. However, the studies included in the
meta-analysis did not address the choice between the FIT and
colonoscopy and contain some important methodological
discrepancies.

Objectives

In summary, personalized screening may offer people better
risk-benefit balance in CRC screening and optimize the use of
limited colonoscopy resources. However, there is limited
knowledge about how the communi cation of risk and screening
recommendations affects CRC screening behaviors. The primary
aim of this trial is to study the effect of communicating
individual CRC risk score and screening recommendations on
appropriate screening uptake at 6 monthsin individual s stratified
into 3 groups: low, moderate, and high risk of developing CRC
in the next 15 years. Screening will be considered appropriate
if the participant undertakes the test that is adapted to their risk
level. Our hypotheses are as follows:

«  Compared with the control group, individuals at low risk
receiving the intervention will be more likely to undertake
the FIT.

«  Compared with the control group, individuals at high risk
receiving the intervention will be more likely to undertake
colonoscopy.

« Individuals at moderate risk receiving the intervention will
have the same screening behavior as the individuasin the
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control group, that is, approximately 50% will be more
likely to undertake the FIT, and approximately 50% will
be more likely to undertake colonoscopy [18].

We expect no difference in overall screening uptake.

Moreover, wewill calcul ate the participation rate and proportion
of individuals eligible for our study. We will also perform
subgroup analyses and explore anxiety related to theinformation
about the participants’ risk level.

Methods

The trid’s protocol follows the SPIRIT (Standard Protocol
Items: Recommendations for Interventional Trials) guidelines
and the CONSORT (Consolidated Standards of Reporting Trials)
statement for randomized controlled trials, as well as the
CONSORT-EHEALTH (CONSORT of Electronic and Mabile
Health Applications and Online Telehealth) checklist [19,20]
(Multimedia Appendix 1). The trial was registered on
Clinical Trials.gov (NCT05357508) on May 3, 2022, beforethe
enrollment of the first participant.

Study Design and Setting

Wewill perform a2-arm randomized superiority controlled trial
with participants randomized 1:1 in 2 arms: intervention and
usual care. Participants, but not the investigators, will be blinded.
The gtatistician performing the primary outcome analyses will

Plyset d

be blinded to group assignments. Thetrial will be nested in the
Vaud CRC screening program.

We used a patient and public involvement in research approach
throughout by involving 5 members of the target population
(residents of the canton of Vaud, Switzerland, aged between 50
and 69 years) in all aspects of the project. This collaboration
allowed us to develop materials for our participants that were
acceptable, easily understood, and pretested before the trial
started. These 5 members will participate in the interpretation
and dissemination of the results.

Participants

We plan to send out 4300 invitations to recruit 880 eligible
participants (Figure 1). Refer to Textbox 1 for theinclusion and
exclusion criteria.

Our exclusion criteriaalow for the exclusion of individuas at
very highrisk of CRC (Textbox 1), enabling usto avoid inviting
to the study those who are ineligible for the Vaud screening
program. Individuals at very high risk are identified using a
guestionnaire to screen for current symptoms of possible CRC,
personal history of CRC or polyp requiring surveillance,
inflammatory bowel disease, and genetic syndromes.

Participants can stop their participation at any time without
providing any justification. They will beinformed that screening
uptake is not mandatory and that withdrawal of consent will
not affect their subsequent participation in the Vaud screening
program.

Figure 1. Planned CONSORT (Consolidated Standards of Reporting Trials) diagram for the pilot randomized controlled trial. T1: intervention and
secondary outcome data collection; T2: follow-up a 6 months (primary outcome and secondary outcome data collection).

Individuals eligible for the Vaud screening program: Vaud residents not
having yet been invited aged 50 to 69 years {N=4300)

| Mailed invitation with consent form and questionnaire 1 (n=4300) |

| Mailed reminder to nonresponders 1 month after baseline mailing |

Baseline data collection (TQ): questionnaire returned in a prepaid
envelope or filled in online (n=1400)

Excluded: responded but not average

risk, refused, and screening already

Calculating participants’ risk score and preparing personalized
brochures

performed (n=520); mailed
explanation

| Allocation |
T

Randomized (n=880) |

| Allocated to intervention (n=440) | |

Allocated to usual care (n=440) ‘

Mailed intervention brochure and
guestionnaire 2

Intervention

Mailed usual care brochure and
questionnaire 2

Data collection (T1): evaluation of screening intention and the quality of the brochure;
questionnaire returned in a prepaid envelope or filled in online

Reminder SMS text message to nonresponders 1 month after baseline mailing

Semistructured interviews with purposive sample of approximately 20 participants on the
quality of the brochure

Follow-up at 6
months

Data collection (T2): screening uptake; questionnaire returned in a prepaid envelope ar
filled in online

Intention-to-treat analysis of all those allocated (n=393 in each group) and per-protocol
analysis of those who report having read the brochure at T1
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Textbox 1. Inclusion and exclusion criteria.
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Inclusion criteria
. Being aresident of the Vaud canton, Switzerland

o Aged between 50 and 69 years

« Not having yet been invited to the Vaud colorectal cancer (CRC) screening program (this program was gradually rolled out between 2016 and

2022)

Exclusion criteria

o Current new symptoms suggestive of CRC

«  Personal history of CRC, inflammatory bowel disease, or advanced adenoma or other polyps requiring colonoscopy surveillance at intervals of

<10 years

o  High-risk familial syndromes for CRC (ie, Lynch syndrome or familial polyposis)

«  Having undergone colonoscopy within 9 years or having undertaken the fecal immunochemical test within 1.5 years

. Being unableto participate in follow-up at 6 months

Procedure
The study will be conducted in the following 3 phases:

«  TO: recruitment and baseline data collection

« T1: intervention and secondary outcome data collection

« T2 follow-up at 6 months (primary outcome and secondary
outcome data collection)

At TO, an invitation letter, a consent form, and the baseline
guestionnaire (questionnaire 1) that allows us to verify the
eligibility criteriaand calculate the CRC risk score will be sent
to the potential participants by the Vaud CRC screening
program. The ID codes for the participants will be generated
using the IDGenerator, a software tool that was specifically
developed for epidemiological and clinical trials[21]. Therisk
score will be calculated for al eligible individuals who return
the signed consent form; subsequently, they will be randomized
to either the intervention group or the control group. All
individuals who do not respond within 1 month after the first
mailing will receive areminder.

https://www.researchprotocol s.org/2023/1/e46865

At T1, enrolled participants will receive the intervention or a
usual care brochure (in accordance with their group allocation),
questionnaire 2, and an information sheet that they can provide
to their genera practitioner and pharmacist regarding their
participation in the study. The participants who do not respond
to questionnaire 2 within 2 weeks will be sent a reminder.
Qualitative interviews will be conducted with willing
participants at this time.

Six months after the intervention, at T2, participants will be
contacted again to measure their screening behavior using
questionnaire 3. Their responseswill be accepted up to 8 months
after the intervention. In case of nonresponse within 2 weeks,
they will receive areminder.

All 3 questionnaires, information materialsfor the participants,
and the consent form will be available in both paper and
electronic formats. Participants can choose the format that is
more convenient to them. All data will be entered into the
REDCap (Research Electronic Data Capture; Vanderbilt
University) platform [22,23].

Refer to Table 1 and Figures 1 and 2 for procedure details.
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Table 1. Schedule of enrollment, intervention, and assessments.

Study period
Enrollment Allocation After the allocation
TO? 0 T1P T2¢
Enrollment

Informed consent O

Eligibility screening

Calculation of the risk for CRCY 0

Allocation o

I ntervention
Mailing of the intervention brochure
Mailing of the usual care brochure
Assessments

Baseline variables: eligibility, risk factorsfor CRC, previous screening recommen- [

dations from aGP®, knowledge about screening for CRC, demographics, and contact
information

Main outcome variables: FIT' uptake, colonoscopy uptake or appointment for
colonoscopy

Secondary outcome variables
Intention for screening ad a
Results of the undertaken screening test
Self-efficacy for screening tests

Emotional reaction to the received risk score
Perceived barriers to screening

Perceived benefits from screening

Perceived susceptibility for CRC

O 0o o o o o

Quiality of the brochure and acceptability of the screening recommendations
Qualitative interviews

Clarity, completeness, and credibility of theinformation in the brochure, brochure's g g
usefulness for decision-making, and suggestions about brochure design

Motivation for undergoing a specific screening test g g

8T0: recruitment and baseline data collection.

bT1: intervention and secondary outcome data collection.

©T2: follow-up at 6 months (primary outcome and secondary outcome data collection).
dCRC: colorectal cancer.

€GP: general practitioner.

"FIT: fecal immunochemical test.
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Figure 2. Detailed procedure of the study. TO: recruitment and baseline data collection; T1: intervention and secondary outcome data collection; T2:
follow-up at 6 months (primary outcome and secondary outcome data collection).

Outcome M easures

0 m i

2 months 2 months
8 months

— Intervention materials ‘ ‘ Follow-up ‘

6 months

Intervention brochure " .| 3reminders . .| 3reminders
Questionnaire1 [*——* Reminder 3 weeks every 2 weeks 3 weeks every 2 weeks
4 weeks
e
rochure’s qualr
= = = = g Y Questionnaire 3
Consent form Verification of inclusion
and exclusion criteria
| Randomization 2 weeks Ny
e 3 reminders
every 2 weeks 3 reminders
Control brochure ¥ | —
every 2 weeks
2weeks LT 7 |
-« >
6 months
I:l Materials sent to all participants
[ ] Materials sent to the intervention group Ly Control materials ‘ ‘ Follow-up

Materials sent to the control group
I:] Technical points

counted as having undergone a colonoscopy. For the secondary
outcome measures, refer to Textbox 2, and for the additional

The primary outcome measure is the self-reported appropriate  measures, refer to Textbox 3.
screening uptake 6 to 8 months after the intervention (T2),

measured using a short self-administered questionnaire. As
waliting times can be long for screening colonoscopies [18],
participants who have fixed a colonoscopy appointment will be

Refer to Multimedia Appendix 2 for the English version of the
guestionnaires and Multimedia Appendix 3 for the French
version.

Textbox 2. Secondary outcome measures.

Self-reported overall screening participation measured at T2 (follow-up at 6 months): on the basis of the participants' responses at T2, we will
calculate the proportion of those who have completed any colorecta cancer (CRC) screening test (fecal immunochemical test or colonoscopy)

Participation in the study at 6 weeks after the invitation letter was sent out: we will calculate the number of fully completed electronic or paper
questionnaires

Eligibility for the Vaud CRC screening program at 6 weeks after the invitation letter was sent out: we will calculate the proportion of those who
are eligible for the Vaud screening program (eg, not up to date with screening, not in colonoscopy surveillance, and no personal CRC history)

Self-reported anxiety related to the intervention and control materials measured at T1 (intervention) using 6 items inspired by the State-Trait
Anxiety Inventory [24]

Linkage to the Vaud CRC screening program assessed at 3 to 6 months after the primary outcome measurement: we will cal culate the proportion
of study participants who consent and whose screening status is obtained from the Vaud CRC screening program

Linkage to the Vaud cancer registry up to 10 years after the primary outcome measurement: we will calculate the proportion of study participants
who consent and whose cancer status is obtained from the Vaud cancer registry (a long time frame has been chosen in view of the delay in
updating the cancer registry records and interest in cancer outcomes several years after the primary outcome measurement)
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Textbox 3. Additional measures.
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At TO (baseline)
« Intention for screening

«  Preferencesfor screening test

.  Capacity to participate in screening (no serious health conditions preventing participants from undergoing screening)

«  Previous screening recommendations of general practitioner
«  Knowledge about screening for colorectal cancer (CRC)

«  Demographics

At T1 (intervention)

o Perceived susceptibility to CRC

«  Perceived benefits of, and barriers to, screening

«  Perceived self-efficacy for screening tests

«  Participants’ opinions regarding the quality of the brochure

«  Acceptance of the provided screening recommendations

At T2 (follow-up at 6 months)

o  Participants barriers to screening (only those who were not screened)

Theoretical Framework for Under standing the Choice
of Screening Test

Several of our outcomes are based on the health belief model
[25], which posits that people are more likely to adopt a
health-related behavior if they believe that they are vulnerable
to the illness (perceived susceptibility) and that the illness is
dangerous (perceived severity). Indeed, according to a recent
meta-analysis[26], risk appraisals had asmall to moderate effect
on both the intention to adopt a health-related behavior and the
behavior itself. However, the effect sizes for intention and
behavior were nearly doubled in size when the interventions
aimed at increasing participants self-efficacy and perceived
efficacy of the recommended behavior [26].

We believe that participants screening behavior will largely
depend on their perceived susceptibility to CRC aswell astheir
beliefs about their self-efficacy and the efficacy of screening.
These elements have been included in our intervention materials.

CRC Risk Calculation and Risk Levels

The personalized 15-year CRC risk score will be calculated
using the QCancer calculator [27]. The QCancer calculator is
an open-source algorithm that was developed in the United
Kingdom and validated on 2 large cohorts of 3.6 million and
2.1 million patients [28,29]. The QCancer algorithm is based
on variablesthat were avail able from the patients’ primary care
electronic health records. This covers many risk factorsfor CRC
such as age, sex, and persona and family histories of cancers.
However, diet and physical activity, which are 2 potentially
important CRC risk factors, were not included in the algorithm
because the information about them was not routinely collected
and included in electronic health records [14]. The QCancer
score was chosen because it was developed on a European
population, it predicts CRC instead of advanced neoplasia, and
it performed well in alarge prospective validation study [13].

https://www.researchprotocol s.org/2023/1/e46865

Despite some limitations, a systematic review showed that the
QCancer scorealowsassigning an individual to the correct risk
group with a probability of approximately 70% [14,15].
Althoughits predictive performanceis not perfect, the QCancer
risk score gives a good estimation of an individual’s risk level
and allowsthe delivering of personalized recommendations for
screening.

For this study, we modified the original algorithm dightly. Our
adapted version includes the following factors to calculate the
participants' risk score: age; sex; tobacco and alcohol
consumption; family history of CRC; personal history of breast
cancer, uterine cancer, cervical cancer, or ovarian cancer for
women and persona history of lung cancer, oral cancer, or blood
cancer for men; having type 2 diabetes; and BMI values.

Ethnicity, postal code, ulcerative calitis, and colonic polyps
will not be used in our adapted algorithm. Ethnicity and postal
code have not been validated by studies for usein Switzerland
and likely have different effects on CRC risk here than in the
United Kingdom. For this reason, the option “White or not
stated” will be used by default for all participants, and the field
for postal code will be left blank. As our exclusion criteria
include advanced adenoma and inflammatory bowel disease,
we will indicate that our participants had neither ulcerative
colitis nor colonic polyps. We have conducted tests to ensure
the robustness of the QCancer score without these elements.

The obtained participant risk scores will be divided into 3 risk
levels: low risk (<3%), moderate risk (3% to <6%), and high
risk (=6%).

These cutoffs are related to screening recommendations made
to the participants and were based on the evaluation of risk and
benefits related to the screening options.

JMIR Res Protoc 2023 | vol. 12 | e46865 | p. 7
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Intervention and Usual Care Materials

Theintervention consists in communicating to the participants
their 15-year CRC risk score and recommending the screening
test most appropriatefor their risk level using specialy designed
brochures (refer to Multimedia Appendix 4 for the English
version of the brochure and Multimedia Appendix 5 for the
French version). The intervention brochure is available in the
following 3 categories: low CRC risk (<3%), with a
recommendation to undertake the FIT; moderate CRC risk (3%
to <6%), with arecommendation to either undertakethe FIT or
colonoscopy; and high CRC risk (=6%), with arecommendation
to undertake colonoscopy.

Theintervention brochure providesthe 15-year CRC risk score
in comparison with that of an average person who hasasimilar
profile; for example, an individual who has a CRC risk of 2%
(low risk) receives the following message: “According to our
estimations, 2 out of 100 people with the same profile as yours
will get colon cancer in the next 15 years.”

This message is accompani ed by agraphic representation of the
risk score and the risk level. Refer to Multimedia Appendix 4
(English version) and MultimediaAppendix 5 (French version)
for more information.

Clear screening recommendations presented in theintervention
brochure aim to increase participants perceived self-efficacy
for screening tests. We thus expect that participantsat high risk
will perceive that they are more susceptible to CRC and,
therefore, will be more likely to undertake col onoscopy, which
is the most accurate CRC screening test. By contrast, the
participants at low risk are expected to perceive their
susceptibility to CRC aslower and opt for the noninvasive FIT.
To prevent the participants at low risk from declining screening,
the brochure informs that zero risk does not exist and strongly
recommends undertaking the FIT. No strong recommendations

https://www.researchprotocol s.org/2023/1/e46865

Plyset d

will be made to participants at moderaterisk; therefore, the FIT
and colonoscopy will be presented in the brochure as equal
screening options.

To increase the participants perceived response efficacy, our
intervention materials emphasize information about the
advantages of the recommended test for their risk level.
However, the intervention brochure does present an alternative
to screening, thus offering a choice to the participants.
Moreover, al intervention group participants will receive an
information sheet suggesting that they discuss their risk level
with their general practitioner.

The intervention brochure will contain recommendations
corresponding to the risk level of each participant only. We
expect that thiswill facilitate the understanding of the provided
information, minimize reading effort, and enhance adherence
to our recommendations. Refer to Table 2 for moreinformation
about the content of each brochure category. For the sake of
brevity, the intervention brochures will not communicate the
side effects or sensitivity of the tests. Both the FIT and
colonoscopy are screening tests commonly used in Switzerland
and are considered safe and efficient to significantly reduce
CRC mortality if undergone within the recommended period
(the FIT every 2 years and colonoscopy every 10 years).

The control brochure represents the usual brochure that the
Vaud screening program provides to individuas eligible for
CRC screening. This brochure recommends screening to all
individuals beginning at age 50 years and presents both the FIT
and colonoscopy as equal options. This brochure does not
include either a personalized risk score or specific screening
recommendations. This suggests that, in the control group, the
screening tests will be chosen according to the participants
preferences or after discussion with their primary care physician
rather than in accordance with their risk level.

JIMIR Res Protoc 2023 | vol. 12 | e46865 | p. 8
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Table 2. The different kinds of information presented in the printed materials.

Information presented in the Intervention brochure

Control brochure

brochure

Highrisk Low risk Moderate risk
Information about CRC? Yes Yes Yes Yes
Information about screening benefits  Yes Yes Yes Yes
Explanation concerning risk levels  Yes Yes Yes No
and how they can be calculated
Personalized risk score Yes Yes Yes No

Screening recommendations Personalized: colonoscopy

recommended; the FITP as
an alternative

Explanations why recommended  Yes Yes

tests are appropriate

Short instructions about how to un-  Yes, instructions for

dertake the FIT and how to prepare  colonoscopy only only
bowel for colonoscopy

Warning that risk increaseswithage Yes Yes
and encouraging statements to

maintain a healthy lifestyle

Suggestion to consult aphysicianif Yes Yes
cancer symptoms occur

Information about health insurance Yes Yes

coverage of the screening tests

Personalized: the FIT isrec-
ommended; colonoscopy as
an alternative

Yes, instructionsfor the FIT

General: the FIT and
colonoscopy are equal
options

Personalized: the FIT and
colonoscopy are equal
options

Yes No

Yes, instructionsfor both  Yes, instructions for

tests both tests
Yes No
Yes Yes
Yes Yes

8CRC: colorectal cancer.
bFIT: fecal immunochemical test.

Qualitative Interviews

Semistructured qualitative interviews will be conducted by
telephone with a purposive sample of approximately 20
participants using apreviously elaborated interview guide until
we achieve thematic saturation. The interviews are based on
the user-experience “honeycomb” framework described by
Morville[30], and they aim to obtain detailed information about
the quality of the brochure and the acceptability of the provided
screening recommendations. We will be especialy interested
inthefollowing information: (1) whether the brochureis useful
for decision-making about the screening tests; (2) whether
participants feel that the brochure improved their knowledge
about CRC and screening; (3) whether the information is clear,
easy to understand, and credible; and (4) whether the brochure
satisfies the participants or whether they have suggestions to
improveit.

Purposive sampling will be based on study arm, sex, age, risk
level, knowledge of the French language, and reported
preferences for the screening test.

Randomization and Blinding

Randomization will be carried out automaticaly via the
REDCap randomization module programmed by the tria
statistician. We will apply a stratified block randomization
strategy with ablock factor of 8 to prevent apossibleimbalance
between the control and intervention groups, especially among
participants at high risk. The participants will be blinded to the

https://www.researchprotocol s.org/2023/1/e46865

group alocation. They will be told that the study compares 2
dlightly different brochures about CRC screening options,
however, the nature of the intervention will not be disclosed.
The investigators will not be blinded, but, owing to the
automatic randomization, they will not be able to influence the
participants’ group alocation. The analysis of the main study
outcome will be performed by the trial statistician who will be
blinded to the participants’ allocation.

Ethics Approval

The study protocol (project ID 2021-02431) was approved by
the ethics committee of the canton of Vaud on March 2, 2022.
All the important protocol modifications will be documented
and communicated to the ethics committee along with the
intermediate and final reports.

Steering Committee and Trial Monitoring

Thetrial is supervised by a steering committee composed of a
gastroenterologist, a general practitioner, an epidemiologist,
and psychologists, aswell as expertsin shared decision-making
and statistical modeling. The members of the steering committee
are in charge of approving the trial’s methodology and data
analysisplan, and they also contribute in the preparation of oral
and written communication materials.

The trial is monitored by an institutional team for tria
monitoring that is independent from the trial sponsor and
competing interests. The monitoring team will check the quality
of collected data aswell as conformity with the study protocol.
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At least 3 site visits are planned, following recommendations
from the Swiss Clinical Trial Organization for low-risk trials.

Statistical Analyses

Sample Size Estimation

We expect that 60% of the eligible individuals will be at low
risk for CRC, 30% at moderaterisk, and 10% at high risk, based
on approximate calculations carried out with the UK biobank
cohort. The actual distribution of CRC risk factors, and hence
15-year risk scores, in the Vaud population eligible for the
screening program is not known.

We also expect that in the intervention group, individuals will
be more likely to undertake the appropriate screening test,
whereas in the control group, the choice of screening test will
not differ among therisk levels (Table 3).

Thus, to detect adifference of 10% (ie, between 46% and 56%)
at a=5%, a sample size of 392 individuals in each arm is

Plyset d

required to reach 80% power. Assuming approximately 10%
attrition, we plan to recruit 440 individualsin each arm (atotal
of 880 individuals). Our estimation of 10% attrition is based on
the results of previous longitudina studies conducted in the
canton of Vaud.

Wewill inviteindividual swho have not previously beeninvited
to the Vaud CRC screening program. At the time of sending
out the invitation, we will not know whether they are eligible
for screening, principally because they may already be up to
date with screening or may have had a high-risk polyp needing
colonoscopy surveillance. Thus, we plan to send out
approximately 4300 invitations; we expect 1400 (32.56%) to
respond. Of these 1400 participants, we anticipate that 880
(62.86%) will be eligible for the study (Figure 1). In case of a
low response rate, we will send out an additional 2000
invitations.

Table 3. Hypothesized size of each group as a proportion of the eligible population and predicted changes in screening choices with personalized
recommendations. Group sizes have been chosen to provide sufficient statistical power.

Arm and risk Eligible Choose Choose  None, Colonoscopy, FIT, None, Overdl Appropriately  Overall propor-
level population,  colonoscopy, [ Tao % n/N n/N n/N uptake, screened, % tionsby random-
% % % (n/N) ization
Control (n=392)
Low 60 34.9 34.9 30.2 82/235 82/235 71235 70 35 (82/235) Appropriate
screening: 46%
(179/392)
Moderate 30 34.7 35.6 29.7 41/118 42/118 35/118 70 71(83/118) Overall uptake:
70%
High 10 35 35 30 14/39 14/39 11/39 70 35 (14/39) _b
I ntervention (n=392)
Low 60 204 49.8 30.2 48/235 117/235 71/235 70 50 (118/235) Appropriate
screening: 56%
(220/392)
Moderate 30 34.7 35.6 29.7 41/118 42/118 35/118 70 70 (82/118) Overall uptake:
70%
High 10 50 25 25 20/39 10/39 9/39 75 50 (20/39) —

3FIT: fecal immunochemical test.
BNot available.

Data Collection

Trial personnel will be trained in good clinical practices and
data management. The research team will be provided with the
precise guidelines for the inclusion and exclusion criteria, data
collection and analysis, and the handling of missing data.

For data collection, we will use 2 validated questionnaires or
guestionnaires pretested in previous studies. All study materials,
including questionnaires, have been reviewed and approved by
our citizen advisory group.

All answers to the questionnaire in paper format will be
manually entered into the REDCap platform, and 20% of the
entrieswill be checked by another member of the research team.
Qualitative interviews will be conducted by a trained team

https://www.researchprotocol s.org/2023/1/e46865

member, recorded, and transcribed. For quality assurance, dual
independent coding will be used for 20% of the transcripts,
purposively selected. Datatriangulation will be used asrelevant.
Investigator triangulation will also be conducted.

Quantitative and qualitative data will be coded using unique
participant identifiers previously generated viathe I DGenerator
[21]. Paper questionnaires and consent forms will be stored in
the investigator site filee Coded data and participant
identification lists will be stored separately. Participants' data
will be accessible to authorized personnel only.

Although our trial presents low risk for participants, we will
collect information about adverse events; for instance, we will
collect information about rectal bleeding or hospitalization after
colonoscopy and participants’ anxiety related to theintervention
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and control materials, as well as the adverse events registered
by the VVaud screening program. Serious adverse eventswill be
documented and reported within 24 hours to the
sponsor-investigator of the study. Serious adverse events that
could be attributable to the trial intervention will be reported to
the ethics committee within 15 days.

Quantitative Data Analysis Plan

The study data will be summarized across al participants by
group and by risk level. Continuous and count variableswill be
summarized as mean (SD) or median (IQR) and categorical
variables as number (percentage). To test randomization quality,
differences on the baseline variables will be examined using a
2-tailed t test for continuous variables and a 2-tailed chi-squared
test for categorical variables.

Self-reported appropriate screening uptake will be analyzed
using a2-tailed chi-squared test and controlled for the CRC risk
level. Data analysis will be performed using R statistical
software (R Foundation for Statistical Computing) [31] and
Stata 16 software (StataCorp LLC) [32].

For the primary outcome, participants lost to follow-up will be
considered as having refused to participatein screening. If there
seems to be differential loss to follow-up between the
intervention and control groups, we may perform multiple
imputation based on baseline factors as an exploratory analysis.
For other secondary outcomes, datawill be considered missing
completely at random.

Qualitative Data Analysis Plan

For qualitative analysis, we will use the user-experience
“honeycomb” framework described by Morville [30]. This
approach was used to test health education applications, a
decision aid tool [33-36], and the systematic review library of
the Cochrane Collaboration [37]. For the purposes of our study,
we will use the following 5 (of 7) dimensions:

«  Useful: whether the brochureisuseful for decision-making
about the screening test

« Vauable: whether the brochure improves participants
knowledge about CRC and screening

- Credible: whether the information in the brochure is
perceived as credible

« Usable: whether the information is clear and easy to
understand

- Desirable: whether the participants are satisfied by the
brochure or whether they have suggestions about how to
improve it

Thequalitative datawill be analyzed using MAX QDA software
(VERBI Software GmbH) [38].

Results

Overview

As of September 2022, a total of 515 participants had been
enrolled in the trial and sent intervention or control materials.
Six months later, 98.8% (509/515) of the enrolled individuals
were sent the follow-up questionnaire. Data collection was
completed on July 24, 2023 (6-8 months after the intervention).

https://www.researchprotocol s.org/2023/1/e46865
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We expect that the proportion of participants who complete the
screening test appropriate to their risk level will be higher in
the intervention group than in the control group, except for the
individuals at moderate risk. The proportion of participants at
moderate risk in the intervention group is expected to be the
same asthat of the participantsin the control group in screening
test choice because both tests are suggested as equal options.

We do not expect any difference in anxiety between the
intervention and control groups. A Cochrane review of
interventions similar to ours has shown that there was a
nonsignificant trend toward decreased anxiety with risk
information (standard mean differencein anxiety 0.13, 95% Cl
-0.29t0 0.03) [17].

Our intervention does not aim to enhance overall screening
uptake; therefore, we do not expect any difference between the
groups.

Dissemination of Results

We plan at least 5 open-access publications based on the trial
data. Intermediate and final reports will be sent to the funding
institution and to the ethics committee. Participants will be
informed about the results of the trial on request. We
communicate regularly with the Vaud organized CRC screening
program and will encourageit to implement components of this
approach if it isfound effective.

Suggestions for oral communications and publications as well
as names of authors will be discussed during the meetings of
the steering committee. The principal investigator should be
considered for the role of lead author. Disputes regarding
authorship will be settled by the principa investigator and the
steering committee.

Discussion

Testing the Impact of Risk Communication and
Recommendations on Screening Behavior

Although many experts have recommended personalized CRC
screening as ameans of optimizing the risk-benefit balance for
individuals and improving the use of scarce gastroenterology
resources, this approach has not been implemented to date in
an organized screening program. This study aimsto demonstrate
the effect of personalized information materials on individuals
choice of screening test to assess the feasibility of alarger trial
eva uating the effect of personalized screening recommendations
on clinical outcomes such as advanced neoplasia detection rate
and CRC screening uptake. The trial addresses a current need
of the Vaud screening program to demonstrate to the public and
to physiciansthat individuals at low risk can be safely directed
toward the FIT.

Thistrial isone of the rare studies that tests the impact of risk
communication and recommendations on screening behavior.
Although it may seem evident that communicating individuals
risk level would influence their screening behavior, previous
studies have shown increased knowledge but little effect on test
choice [17]. This presents a potential limitation in the
implementation of personalized screening programs: unless
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these programsrestrict the choice of participants, risk calculation
may have no effect.

There are other means of personalizing CRC screening. Severa
strategies rely simply on participants’ sex or race. In Sweden
and Norway, different cutoffs are used to define a positive FIT
result requiring colonoscopy [39]. In Germany, colonoscopy
screening is recommended at age 50 years for men and age 55
years for women. The American Gastroenterology Society
recommends screening at ayounger age (45 years) for African
Americans. Another approach isto use quantitative FIT results
below the positivity threshold but above O to define shorter
intervals between FITs [40]. We chose to use multiple factors
to define baseline risk following recommendations from the
BMJ Rapid Recommendations team [12] and because of the
strains on colonoscopy capacity in the canton of Vaud [18].

The strengths of this study include its patient and public
involvement in research approach for the devel opment of study
materials, nesting within an organized screening program,
population-based sampling to obtain the estimates of
participation in the genera population; both quantitative and
qualitative evaluations, which should permit us to obtain a
preliminary estimate of not only efficacy but also acceptability
and potential improvements; the use of theory (the Health Belief
Model [25]) to inform the intervention and evaluation; and
randomization and rigorous design for a pilot study.

Potential weaknesses include the need for informed consent
beyond what is typically needed in an organized screening
program, which could decrease participation and increase
selection bias. As such, we might underestimate eventual
participation and overestimate acceptance, assuming that we
preferentially include persons motivated to be screened. This
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selection bias could exclude populations considered more
vulnerable, such as individuals with poor health literacy.
However, the study materials were written, to the extent legally
possible, using plain language. We did not trandlate the study
materials into other languages, but all invitations from the
screening program are also in French, with other languages only
available on request. The Vaud screening program requested
that we not invite individual s already participating in screening
at regular intervals with the program because screening
recommendations madein the study may differ from those made
by the program and thus create confusion. We sought to avoid
inviting for this study individual swho had not participated after
being sent an invitation to the program, fearing that our
participation rate would be too low. As a result, our sample
population is heavily weighted toward younger age groups
(those aged 50-54 vyears), and we may have a
larger-than-expected proportion of participants at low risk of
CRC.

Conclusions

We are evaluating the effect of communicating individualized
CRC risk information and screening recommendations on the
choice of screening test in an organized screening program that
currently performs the FIT and colonoscopy in a ratio of
approximately 50:50. We hypothesize that we can increase FIT
use among individuals at low risk and increase colonoscopy
use among individuals at high risk, improving the risk-benefit
balance of CRC screening. These results will be valuable to
screening programs around the world with either a high use of
colonoscopy, such as in the canton of Vaud, or FIT programs
that may fail to recognize individuals at high risk who could
derive additional benefit from colonoscopy over the FIT.
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