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ABSTRACT

Introduction The evolving landscape of inflammatory
bowel disease (IBD) necessitates refining colonoscopic
surveillance guidelines. This study outlines methodology
adopted by the British Society of Gastroenterology (BSG)
Guideline Development Group (GDG) for updating IBD
colorectal surveillance guidelines.

Methods and analysis The ‘Grading of
Recommendations, Assessment, Development and
Evaluation’ (GRADE) approach, as outlined in the

GRADE handbook, was employed. Thematic questions
were formulated using either the ‘patient, intervention,
comparison and outcome’ format or the ‘current state
of knowledge, area of interest, potential impact and
suggestions from experts in the field’ format. The evidence
review process included systematic reviews assessed
using appropriate appraisal tools. An extensive list of
potential outcomes was compiled from literature and
expert consultations and then ranked by GDG members.
The top outcomes were identified for evidence synthesis
in three key areas: utility of surveillance in IBD, quality
of bowel preparation and use of advanced imaging
techniques in colonoscopy for IBD. Risk thresholding
exercises determined specific risk levels for different
surveillance strategies and intervals. This approach
enabled the GDG to establish precise thresholds for
interventions based on relative and absolute risk
assessments, directly informing the stratification of
surveillance recommendations. Significance of effect
sizes (small, moderate, large) will guide the final GRADE
assessment of the evidence.

Ethics and dissemination Ethics approval is

not applicable. By integrating clinical expertise,

patient experiences and innovative methodologies

like risk thresholding, we aim to deliver actionable
recommendations for IBD colorectal surveillance. This

,%® Maggie Vance,' Ana Wilson,'**’ Lydia White,?®
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WHAT IS ALREADY KNOWN ON THIS TOPIC

= Patients with colonic inflammatory bowel disease
(IBD) have an elevated risk of dysplasia and col-
orectal cancer (CRC), though this has decreased
over time.

= Limited evidence on surveillance strategies, bio-
marker use and dysplasia management, along with
advancements in endoscopy and personalised care,
highlights the need for updated guidelines and fur-
ther research.

WHAT THIS STUDY ADDS

= The Grading of Recommendations, Assessment,
Development and Evaluation methodology guides
the development of IBD surveillance guidelines, fo-
cusing on outcome selection and risk thresholds. A
diverse expert group ensures a comprehensive and
evidence-based approach.

HOW THIS STUDY MIGHT AFFECT RESEARCH,
PRACTICE OR POLICY

= Updated guidelines will provide clear recommen-
dations for dysplasia and CRC surveillance in IBD,
potentially influencing policy and standardising
resource-efficient strategies.

= The focus on outcome selection and risk thresholds
may inform future research and study design, ad-
vancing IBD surveillance and treatment.

protocol, complementing the main guidelines, offers
GDGs, clinical trialists and practitioners a framework to
inform future research and enhance patient care and
outcomes.
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INTRODUCTION

Inflammatory bowel disease (IBD), comprising ulcerative
colitis (UC), Crohn’s disease (CD) and IBD-unclassified
(IBD-U), is a chronic and debilitating condition affecting
a significant portion of the population worldwide, and its
prevalence continues to rise. The worldwide prevalence
of IBD increased from an estimated 3.32million cases
in 1990 to 4.90 million cases in 2019, marking a 47.45%
increase over this period.' One of the major long-term
complications of IBD is the increased risk of colorectal
cancer (CRC), particularly in patients with long-standing
and extensive colonic disease. Dysplasia, a precancerous
condition, plays a crucial role in the progression to
CRC in most IBD patients. Early detection of CRC and
management of dysplasia are essential for improving
patient outcomes and reducing the burden of CRC in
this vulnerable population.”

The British Society of Gastroenterology (BSG) has
been at the forefront of providing evidence-based clin-
ical guidelines for the management of various gastroin-
testinal disorders, including IBD. As medical knowledge
and technologies continue to advance, there is an
increasing need to revisit and update existing guidelines
to ensure that healthcare professionals have access to the
most current and accurate recommendations.

In 2010, the BSG published formal guidance on this
subject.” In 2019, the BSG IBD guidelines provided
further concise guidance on this topic (pages 70-71 and
Box 11), consolidating the BSG 2010 guidelines with
the North American SCENIC 2015 (Surveillance for
Colorectal Endoscopic Neoplasia Detection and Manage-
ment in Inflammatory Bowel Disease Patients: Inter-
national Consensus Recommendations) guidelines.”™
However, it did not initiate new systematic reviews or
voting. This guideline, therefore, will represent a formal
update of the 2010 guideline while also incorporating
updates from the 2019 position. It aims to be co-pub-
lished alongside the primary BSG 2024 IBD guidelines.’

This document serves as a protocol, outlining the tech-
nical review methods and a broader set of operating proce-
dures that have been prospectively agreed to develop the
updated guidelines. It comprehensively covers the multi-
disciplinary approaches employed in contemporary clin-
ical practice. The final guideline will feature the official
recommendations of the BSG Guideline Development
Group (GDG) on aspects of colonoscopic surveillance
for IBD patients. It is designed to support patients and
professionals across various treatment settings and, as
such, will be presented systematically and transparently
in accordance with the best international methods guid-
ance. The prospective publication of this document aligns
with the high-quality standards being upheld throughout
the process.

METHODS AND ANALYSIS
The production of this guideline adheres to the proce-
dures outlined in the ‘Grading of Recommendations,

Assessment, Development and Evaluation’ (GRADE)
approach, as detailed in the GRADE handbook, and
supported by the WHO handbook for guideline devel-
opment.® * These resources provide comprehensive
methods for every aspect of the guideline development
process. The team will employ the GIN-McMaster guide-
line development checklist, an 18-point process map, to
support each of these steps within a GRADE-compliant
guideline development process.'” "'

Organisation, planning and training

In July 2023, members of the BSG IBD surveillance GDG
held their inaugural meeting. The framework for its devel-
opment was established, with technical review respon-
sibilities assigned to a team at the Biomedical Evidence
Synthesis and Translation research unit at the University
of Central Lancashire, Preston (MG, VS), in collabora-
tion with the team at the Translational Gastroenterology
Unit, Nuffield Department of Medicine, Oxford (JE,
GN). This team will oversee tasks such as searches, table
creation and result synthesis. The joint guideline chairs
will consist of a content and field expert (JE) and will be
accompanied by a lead GRADE methodologist as co-chair
(MG), who will have a non-voting role, as per GRADE
procedures.'”® Administrative support will be available
from both host Higher Education Institutions of the
co-chairs, as well as access to a Cochrane expert informa-
tion specialist arranged through these institutions.

Guideline development group (GDG) membership

The GDG is composed of members from BSG, including
general and specialist endoscopists, gastroenterologists
specialising in IBD, a nurse endoscopist, an IBD nurse
specialist, specialist gastrointestinal pathologists, an IBD
surgeon, a trainee representative, and patient and IBD
stakeholder representatives, from across the UK. All
members of the GDG will have voting rights within the
GDG, while the methodological chair and methodolog-
ical core team will remain a non-voting members.

GDG members were selected following criteria set by
the BSG’s Clinical Services and Standards Committee
(CSSC), ensuring representation of a wide range of
expertise, experience, views and skillsets with appro-
priate consideration for diversity, equity and inclusion.
The planned group was submitted to CSSC for confirma-
tion of meeting BSG criteria prior to the first working
group meeting. The guideline development process
adheres to the Appraisal of Guidelines for Research and
Evaluation II principles of transparency, rigour and inclu-
sion.” Furthermore, BSG guidelines are accredited by
NICE (National institute for health and care excellence),
reflecting adherence to these high standards. The selec-
tion process was based on the CSSC criteria to ensure
decisions were made through a structured approach,
rather than solely by the chair.

All members of the team will be invited to be co-au-
thors of the full guideline. They will be committed to
maintaining the confidentiality of open discussions and
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debates within the guideline process, as well as the confi-
dentiality of the guideline’s content before publication.
Conflict of interest declarations were required from all
members and will be reviewed throughout the process to
maintain transparency and prevent bias.

Guideline development group (GDG priority setting and
identifying target audience

A key consideration involves prioritising stakeholders
perspectives concerning specific clinical or patientfactors.
To address this, the GDG members have been selected
with significant national and international expertise in
developing guidelines within the topic area. The inclu-
sion of patients on the team is essential to ensure a wide
range of viewpoints are represented. Patient perspectives
and preferences play a central role in guideline devel-
opment. The updated guidelines will prioritise patient-
centred care, considering the individual needs, values
and expectations of IBD patients in dysplasia surveillance
decisions.

The team convened in July 2023, using previous
guidelines as a foundation to identify broad thematic
questions. The starting list of questions covered under
six broad themes are detailed in online supplemental
file 1. A final consensus list of thematic questions will
be agreed on before the technical review phase. This
process will refine the questions into the PICO format,
which will guide the review of relevant trials and obser-
vational data as described below. For certain questions
that do not align with this format, we will use the Current
state of knowledge, Area of interest, Potential impact and
suggestion from experts in the field (CAPS) formulation
to transition from justification-based PICO questions to
more descriptive or clarification questions.'*

It is important to note that the PICOs and CAPS
presented in the online supplemental file 1 are not
final. They represent the initial framework developed
primarily from the statements and questions in the BSG
2010 guidelines and the SCENIC 2015 statement that
will be further developed and refined during the guide-
line development process, allowing for the inclusion of
new evidence and additional areas of interest.” * The
GDG remains flexible throughout the process to ensure
comprehensive coverage of all relevant issues.

Stages of process

The following fundamental procedures will govern the
main stages of the guideline development:

» The prospective publishing of a guideline protocol
and technical summary protocol in an open access
journal (this manuscript).

Prospective agreement of thresholds for risk and
methods for stratifying these risk categories, prior to
production of technical review output.'” '

The completion of a detailed, methodologically
rigorous technical review which will include GRADE
summary of findings for all outcomes and prepara-
tion of evidence to decision (ETD) frameworks for

PICO questions to support the GDG decision-making,
as well as detailed narrative evidence summaries for
other questions."”
A face-to-face summit of the GDG to discuss the
evidence within the ETD and summaries. This will be
followed by anonymous voting and further discussion
to reach a consensus on items with disagreements.
The publication of a concise main guideline that
summarises key recommendations, the certainty
of underpinning evidence and the strength of the
recommendations, all within the main published
journal output.
An accompanying patient and public focused
decision-making aid version of the guideline to
support practical and autonomous coproduction of
treatment plans.

This series of outputs offers systematic, high quality

and high utility output for all our audiences.

Patient, intervention, comparison and outcome (PICO)
question generation

The generation of questions will be guided by the GRADE
guidelines."

Key areas of focus for refinement of all PICO questions
will be considered by the GDG. These core elements of
refinement around PICO questions and their specific
application will be presented in draft form to the GDG
and all feedback considered, with the final list below:

» Multiple intervention arms will be considered. To
allow consideration of non-placebo comparators
and standard therapies, network meta-analysis will
be deployed in key targeted areas, as decided by the
GDG and when sufficient volume of similar studies
exist. Subgroup analyses will be performed for
outcome measures in the case of different compar-
ator groups, given that heterogeneity and sufficient
volume of studies exists. This is expected to be limited
within the scope of the guideline.

Any context of surveillance with patients suffering
from either ulcerative colitis, colonic Crohn’s disease
or IBD-unclassified will be considered. Patients with
microscopic colitis and isolated small bowel Crohn’s
disease will not be included.

Threshold and risk stratification prospective agreement

In addressing the thematic focus on factors influencing
surveillance decisions in IBD, we synthesised evidence to
support risk stratification and to inform targeted surveil-
lance recommendations. The GDG adopted a structured
approach, combining published guidelines with the
collective expertise of its members to establish consensus
and set appropriate thresholds."

Risk stratification methodology

The GDG employed online questionnaires (JotForm) to
determine the risk thresholds for CRC in IBD patients
compared with the general population. These thresh-
olds define the risk levels at which surveillance becomes
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Open access

Table 1 Risk thresholding for surveillance frequency
categorisation
Small mean  Moderate Large
(SD) mean (SD) mean (SD)

Risk threshold points at which the transition occurs
from trivial to small risk, small to moderate risk and
moderate to large risk for patients who have entered the
surveillance pathway with colonoscopy
Relative risk 1.7 (0.5) 3(1.3)

Absolute risk 3.6% (2.9) 6.9% (4.4)

5.2 (3.1)
14.4 (9.1)

necessary.”’ Based on relative and absolute risks, the
GDG suggested frequency intervals for surveillance, cate-
gorising patients into low, medium and high-risk groups
for developing IBD-associated advanced colorectal
neoplasia.

Outcome selection and ranking

An extensive list of potential outcomes was compiled from
the literature and expert consultations. GDG members
ranked their top seven outcomes in order of importance.
These rankings were used to calculate a cumulative
score to identify the most critical outcomes for evidence
synthesis in the following thematic areas:

1. Utility of surveillance in IBD.

3

2. Quality of bowel preparation in IBD colonoscopy.
3. Use of advanced imaging techniques in colonoscopy
for IBD.

Risk thresholding and effect size determination

Additional risk thresholding exercises were conducted
focusing on colonoscopic modalities and the quality
of bowel preparation. These exercises were designed
to determine the significance of effect sizes (small,
moderate, large) as perceived by GDG members, based on
randomised controlled trial (RCT) data. This process is
essential for the final GRADE assessment of the evidence.

The GDG established an average relative risk (RR) of
1.5 (SD 0.4) for CRC in IBD compared with the general
population as a criterion for considering colonoscopic
surveillance. The outcomes selected, along with results
from the risk thresholding, are detailed in tables 1 and
2 and box 1. Additional information, including response
rates and median and IQR values for each question, is
provided in the online supplemental file 2.

The risk thresholding exercise was conducted anony-
mously among GDG members; however, members were
not required to vote and were recommended to voted
only on areas where they felt comfortable that they had
sufficient expertise to contribute. The results, presented
in the online supplemental file 2, revealed variability

Table 2 Outcomes and risk thresholds for quality of bowel preparation and use of colonoscopic modalities (advanced

imaging techniques) in IBD

Small Moderate Large
mean (SD) mean (SD) mean (SD)
Quality of bowel preparation
Preparation quality (using validated scores) 6.7% (3) 12.7% (7.7) 23.5% (14.7)
Adenoma/polyp detection rates 3.9% (2.8) 7.2% (4.4) 12.3% (7.5)
Patient tolerability to take/complete the bowel prep 5.6% (2.9) 11.2% (7.4) 18.8% (11.6)
Patients with serious adverse events only 2.4% (1.3) 4% (2.8) 6.4% (5.2)
Caecal intubation rates 3.5% (1.5) 6.9% (3.6) 10.8% (5.4)
Patient acceptability/willingness to repeat 4.9% (2.8) 10.7% (7.2) 17.4% (11.4)
Patient withdrawals due to adverse events 3.6% (2.5) 5.1% (3.2) 9.3% (8)
Colonoscopic modalities (advanced imaging techniques) in IBD

Detection of dysplastic lesions (as per Vienna classification: 3.3% (2.4) 5.8% (3) 11.2% (7.1)
indefinite for dysplasia, low-grade dysplasia, high-grade
dysplasia or invasive neoplasia at histological examination)
Yield of any dysplasia from targeted biopsies (per patient) 3.4% (2.9) 6.7% (5) 10.9% (7.5)
Yield of any dysplasia from random biopsies (per patient) 3.5% (4.8) 6.2% (7.2) 10% (10.2)
Patients with serious adverse events 2.6% (2.5) 5.1% (4.7) 8.4% (7.1)
Detection of any lesions in patients (neoplastic lesions 4.1% (2.2) 7.9% (4.4) 15.1% (12.4)
detected, that is, dysplastic+serrated and/or non-neoplastic-
endoscopic findings with no evidence of dysplasia or
invasive neoplasia at histology)
Patient acceptability/willingness to repeat 3.7% (2.4) 6.1% (4.9) 9.6% (7.5)
Patient withdrawals due to adverse events 3.1% (2.5) 5.5% (4.8) 8.6% (7.4)

IBD, inflammatory bowel disease.
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Box 1 Outcomes selected for utility of colonoscopic

surveillance in inflammatory bowel disease

Colorectal cancer (CRC) detection

Death/survival related to CRC

Tumour stage (early/late) detection of CRC

Patients with serious adverse events only

Rates of missed CRCs

Rates of colectomy/surgical resections

Adherence to surveillance by healthcare professional

in responses, as indicated by wide SD in some areas—a
reflection of the diverse clinical practices represented.
While this is a limitation, it also marks progress in stan-
dardising risk assessment. Achieving tighter confidence
intervals may require a larger group of international
experts and stakeholders, a goal for potential future
collaborations beyond the current guideline update.

This approach ensures that the synthesis of evidence
does not lead to biased decision-making based on
the strength or magnitude of the results. Instead, the
evidence will be interpreted within the context of the a
priori framework.

This approach is innovative for such a guideline but is
built on the method used to establish thresholds within
GRADE guidelines."”

Evidence selection

Types of studies

We will include all published, unpublished and ongoing
RCTs that compare interventions with other active
interventions, standard therapy, placebo or no therapy.
Studies that do not report any of the outcome measures
of interest will be excluded. In the case of diagnostic test
accuracy questions or epidemiological questions we will
also consider observational studies.

Types of participants

Adult patients >18 years of age with a diagnosis of
either ulcerative colitis, colonic Crohn’s disease, or IBD-
unclassified defined by conventional clinical, endoscopic
and histologic criteria who would be considered eligible
for surveillance, based solely on the duration and extent
of disease.

Types of outcome measures
Both dichotomous and continuous outcomes will be
considered, as per the appropriate questions.

Search methods for identification of studies

Electronic searches

We will use a search strategy designed and checked by an
information specialist with Cochrane expertise (online
supplemental file 3)

We will search: the Cochrane Central Register of
Controlled Trials (CENTRAL) (via Ovid EBMR) (incep-
tion to present); MEDLINE (via Ovid) (1946 to present);
Embase (via Ovid) (1974 to present); PsycINFO (via

Ovid) (1987 to present); AMED (via Ovid) (Allied and

Complementary Medicine) (1985 to present); and

CINAHL (via EBSCO) (Cumulative Index to Nursing

and Allied Health Literature) (1984 to present).

We will place no restrictions on language of publication.

Searches will be produced for each of the specific PICO
and non-PICO/CAPS-based questions to appropriately
include studies.

A three-phase approach will be employed for searching
for studies.

1. Systematic reviews will be included. Potential will be
assessed using the Assessment of Multiple Systematic
Reviews (AMSTAR 2) tool.?’ When multiple reviews
are found on the same topic, the highest rated review
will be included. Assessors in pairs will determine if
the AMSTAR rated reviews are of sufficient quality to
be included, with consensus on ratings reached by a
third assessor. If these studies are not up to date (com-
pleted within the last 18 months) or if any additional
studies are identified in the broader search or from
rejected systematic reviews, they will be incorporated,
and the meta-analysis will be rerun to update the re-
sults. In cases where risk of bias or GRADE ratings are
not included as needed, they will be addressed using
the approach mentioned below. Cochrane systematic
reviews will be given priority for inclusion, subject to
the same conditions of updating analyses to encom-
pass all relevant studies.

2. If appropriate for the question, RCTs that assess the
interventions of interest will be included for consider-
ation. Phase 1 studies will not be included. Only ran-
domised trials will be included; quasi-randomised or
non-randomised studies will not be considered. These
studies will be extracted and analysed in accordance
with the methods outlined below and, when applica-
ble, combined with the systematic reviews mentioned
earlier. Quality assessment of all RCTs will be conduct-
ed using the risk of bias tool.

3. If appropriate for the question, other observational
study designs will be considered. These will be assessed
using the Risk Of Bias In Non-randomised Studies -
of Interventions tool for risk of bias or diagnostic test
accuracy using the Quality Assessment of Diagnostic
Accuracy Studies (QUADAS-2) tool. 2%

Data collection and analysis

We will carry out data collection and analysis according to
the methods recommended in the Cochrane Handbook
for Systematic Reviews of Interventions.**

Selection of studies

Two or more authors will independently review the titles
and abstracts identified through the literature search,
excluding studies that, based on their titles and abstracts,
are notrelevant. All reviews will be conducted in duplicate
independently, and any disagreements will be resolved
through consensus with a third author. Full reports of
studies deemed potentially eligible will be obtained.
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These reviewers will independently assess the full texts
for inclusion in the review, and any disagreements will
again be resolved through discussion with a third author.
We will document the studies excluded at this or subse-
quent stages, along with the primary reason for their
exclusion.

In cases where there are multiple publications for a
given study, we will compile the reports of the same study.

Data extraction and management

Authors will independently perform data extraction

using piloted data extraction forms. We will extract the

following data from the included studies:

» Study setting: country and number of trial centres.

» Methods: study design, total study duration and date.

» Participant characteristics: age, sociodemographics,
ethnicity, diagnostic criteria and total number of
participants.

» Eligibility criteria: inclusion and exclusion criteria.

» Intervention and comparator.

» Outcomes: outcome definition, unit of measurement
and time of collection.

» Results: number of participants allocated to each
group, missing participants and sample size.

» Funding source.

Assessment of risk of bias in included studies

Risk of bias in the included RCT studies will be inde-
pendently assessed by two or more authors, based on the
criteria outlined in the Cochrane Handbook for System-
atic Reviews of Interventions.”* Where feasible, we will
contact lead authors of included studies to determine the
true risk of bias.

We will assess the following ‘risk of bias’ domains:
> Sequence generation (selection bias).

Allocation concealment (selection bias).

Blinding of participants and personnel (performance

bias).

Blinding of outcome assessment (detection bias).

Incomplete outcome data (attrition bias).

Selective reporting (reporting bias).

Other biases such as imbalance in participants’ base-

line characteristics.

The studies will be judged to be at low, high or unclear
risk of bias for each domain assessed, based on the guid-
ance in the Cochrane Handbook for Systematic Reviews
of Interventions.**

After data extraction, the review authors will compare
the extracted data, discussing and resolving any discrep-
ancies before transfer of data into the ‘Characteristics of
included studies tables.

For diagnostic accuracy studies, the QUADAS tool will
be used with the following items considered® :

vy

vvyyvyy

1. Representative spectrum.
2. Acceptable reference standard.
3. Acceptable delay between tests.

Partial verification avoided.
Differential verification avoided.
Incorporation avoided.

Index test results blinded.
Reference standard results blinded.
Relevant clinical information.
Uninterpretable results reported.
Withdrawals explained.

© XN O

10.
11.

Measures of treatment effect

We will express treatment effect as RRs with corre-
sponding 95% CIs for dichotomous outcomes, and mean
difference (MD) with 95% CI for continuous outcomes.
Where endpoint and change score were both reported,
we will use endpoint scores for data analysis. However,
if the studies assessed the same continuous outcome in
different ways, we would estimate the treatment effect
using the standardised mean difference (SMD) A

Unit of analysis issues
The unit of analysis will be the participants. In studies
comparing more than two intervention groups, we intend
to perform multiple pairwise comparisons between all
possible pairs of intervention groups. To prevent double
counting, we will evenly distribute shared intervention
groups among these comparisons. For dichotomous
outcomes, we plan to divide both the number of events
and the total number of participants. For continuous
outcomes, we will only divide the total number of partici-
pants, keeping the means and SDs unchanged.
Cross-over studies will be included in quantitative anal-
ysis only if data are reported separately for before and
after the cross-over, using pre-cross-over data exclusively.
We do not anticipate encountering any cluster RCTs;
however, if such trials are identified, we will only use their
data if the authors have employed appropriate statistical
methods to account for the clustering effect. In a sensi-
tivity analysis, we will also exclude cluster RCTs to eval-
uate their impact on the results.

Dealing with missing data

In instances of missing data or studies that have not
reported data in sufficient detail, we will proactively
reach out to study authors. We will make efforts to esti-
mate missing SDs using appropriate statistical tools and
calculators available within Review Manager 5 if the
studies have reported standard errors (Review Manager
2020). Studies that do not provide measures of variance
will be considered at high risk of reporting bias.

Assessment of heterogeneity

We will assess the included studies to evaluate their homo-
geneity in terms of participants, intervention, compar-
ator and outcome. To assess statistical heterogeneity, we
will use a x* test with a significance level set at p<0.1to
indicate the presence of heterogeneity. Inconsistency will
be quantified and expressed through the I? statistic. We
will interpret the thresholds as follows:**

» 0% to 40%: might not be important.
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> 30% to 60%: may represent moderate heterogeneity.
> 50% to 90%; may represent substantial heterogeneity.
> 75% to 100%: considerable heterogeneity.

Assessment of reporting biases

Most reporting biases can be mitigated using an inclu-
sive search strategy. We intend to explore the possibility
of publication bias by employing a funnel plot when we
have 10 or more studies available for analysis. The extent
of publication bias will be assessed through visual exam-
ination of funnel plot asymmetry.

Additionally, we will test funnel plot asymmetry by
conducting a linear regression of the intervention
effect estimate against its SE, applying weighting based
on the inverse of the variance of the intervention effect
estimate.”

Data synthesis

To summarise the characteristics of the included studies,
we will initially conduct a narrative synthesis encom-
passing all of them. Subsequently, we will perform a
meta-analysis if two or more studies have assessed similar
populations, interventions and outcomes. We plan to
analyse studies involving children, adults and different
sub-intervention types separately.

We will use Review Manager 5 (Review Manager 2020)
for our data synthesis. The random-effects model will be
used to combine study data. Effect estimates from studies
reporting data in a similar manner will be pooled in the
meta-analysis. For dichotomous outcomes, we will pool
RRs, whereas for continuous outcomes, we will pool MDs
or SMDs. These results will be presented alongside 95%
Cls.

In cases where conducting a meta-analysis is not
feasible, typically due to variations in data reporting, we
will provide a narrative summary of the included studies.

Subgroup analysis and investigation of heterogeneity

If we identify heterogeneity, we will investigate possible
causes and address them using the methods described in
the Cochrane Handbook for Systematic Reviews of Inter-
ventions.”* We plan to undertake subgroup analyses of
potential effect modifiers if sufficient data were available.

Sensitivity analysis

We plan to conduct a sensitivity analysis focused on
the primary outcome of treatment success to assess the
robustness of our review findings concerning decisions
made during the review process. This analysis will involve
excluding studies with a high or unclear risk of bias from
our analyses. In instances where data analyses include
studies with both reported and estimated SDs, we will
exclude studies with estimated SDs to examine the impact
on our review’s findings. Furthermore, we will explore
whether the choice of model (fixed-effect vs random-
effects) influences the results. In cases of unexplained
heterogeneity, we will perform a targeted investigation of
key factors within any outlier studies to better understand
and potentially define the source of this heterogeneity.

Summary of findings and assessment of the certainty of the
evidence
We will present our primary outcomes results in ‘Summary
of findings’ tables for all forms of studies. For PICO ques-
tions, we will export to GRADEpro GDT software for
quality assessment (GRADEpro GDT).27 Based on risk of
bias, inconsistency, imprecision, indirectness and publi-
cation bias, we will grade the quality of the evidence for
each outcome as high, moderate, low or very low. This
will use the targeted and outcome specific thresholds
to support imprecision judgements. These ratings have
been defined as follows:
» High: further research is very unlikely to change our
confidence in the estimate of effect.
Moderate: further research is likely to have an impor-
tant impact on our confidence in the estimate of
effect and may change the estimate.
Low: further research is very likely to have an impor-
tant impact on our confidence in the estimate of
effect and is likely to change the estimate.
Very low: any estimate of effect is very uncertain.
We will justify all decisions to downgrade the quality of
studies using footnotes and make comments to aid the
reader’s understanding of the review where necessary.

>

>

Thresholds of treatment effect

When comparing two interventions or approaches, all
RRs will be supplemented with absolute risk difference
and appropriate confidence intervals of absolute effects.
These will be categorised according to the thresholds
that have been defined by the GDG to aid interpretation
of the clinical significance of the finding.

Development of recommendations

The complete technical summary will be provided to
voting members after conducting an updated search
to incorporate any new studies and integrate them into
the existing evidence. The data and GRADE summary
of findings tables will be incorporated into ETD frame-
works,” facilitating the consideration of key factors to
inform decision-making.

In cases where evidence is limited, we will provide
recommendations using the GRADE ‘expert evidence
approach’.*® For questions that do not follow the PICO
format but are descriptive in nature, we will present a
narrative summary to support best practice statements or
similar formulations.

A face-to-face meeting will be convened to thoroughly
discuss, explore and critically evaluate the components of
the completed technical review and the ETD frameworks.
When clear agreement is reached, recommendations will
be prepared, followed by anonymous voting to confirm
consensus. In instances of disagreement, the ETD frame-
work will guide the voting process and help identify the
underlying reasons for such disagreement. The team
will then meet to discuss these findings and endeavour
to formulate any relevant consensus recommendations.
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Any unresolved disagreements will also be included in
the guideline discussion.

Voting will be based on a clear GRADE statement with
accompanying justification and implementation state-
ments, along with magnitude and certainty data. The
votes will be dichotomous (Yes or No) and must reach
75% agreement to approve the item. If an agreement
is not reached, further discussion will be conducted,
amendments made, and both the original and amended
statements will be voted on sequentially. If neither attains
75%, the discussion will be temporarily halted and
resumed later in the day to allow time for reflection. The
team will gather and refocus the evidence, followed by
another round of discussion.

Good practice and narrative items will be discussed,
refined and a broad consensus reached, but formal
voting will not be conducted.

The non-voting team will refine these recommenda-
tions into a final list, ensuring that the strength of the
recommendations aligns with the presented evidence
and the views of the GDG, in accordance with GRADE
recommendation guidance. The final proposals will be
agreed on by consensus, with the strength of agreement,
certainty of evidence and strength of recommendations
all clearly presented. The synthesised recommendations
will be prepared in a guideline that adheres to BSG and
journal publication standards. The ETD frameworks will
be made available as supplementary material, and the
technical evidence will be published in full as accompa-
nying outputs to support the primary guidance.

Areas of future research

During the development of this guideline, we will iden-
tify key areas in need of further research that will facili-
tate future priority setting partnerships.

Ethics and dissemination

Ethics approval is not applicable. By integrating clinical
expertise, patient experiences and innovative methodol-
ogies like risk thresholding, we aim to deliver actionable
recommendations for IBD colorectal surveillance. This
protocol, complementing the main guidelines, offers
GDGs, clinical trialists and practitioners a framework to
inform future research and enhance patient care and
outcomes.
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