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About the Centre for Evidence-Based Practice (CEBaP)

The Centre for Evidence-Based Practice (CEBaP) is a non-profit global centre located in
Belgium that supports humanitarian and development aid activities, including those of
Belgian Red Cross-Flanders, with scientific evidence. The CEBaP researchers work on a daily
basis on the development of systematic reviews, evidence-based guidelines and primary field
research, relevant to the aid sector.

More information on CEBaP can be found on:
o The CEBaP website;
e CEBaP’s X account (@CEBaP_evidence);
e CEBaP’s LinkedIn Company Page.

About this charter

This charter aims to shed some light on CEBaP’s day-to-day functioning, with a clear
emphasis on the rigorously performed and transparently reported systematic literature
searches. More specifically:

e In the first part of this charter, the methodological standards used by CEBaP during
the development of evidence-based guidelines (according to AGREE Il) and systematic
reviews (following the Cochrane methodology) are described in detail.

e In asecond part, more information is provided on the initiation and further flow of
the guideline and review projects co-developed by CEBaP.

If the necessary resources (e.g. funding, time) for the development of a systematic review or
guideline are insufficiently available, deviations from the methodology described in part one
of this charter may occur and will be discussed with the CEBaP Steering Committee (see part

two).

Should you still have questions after reading this charter, do not hesitate to contact the
CEBaP researchers via info@cebap.org.
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PART 1: CEBAP'S METHODOLOGICAL STANDARDS

A) EVIDENCE-BASED PRACTICE GUIDELINES

1. What is an evidence-based practice guideline?

A practice guideline consists of a set of recommendations, advice and instructions that aim to
support good practice and guide decision-making in the field.
In order to qualify as “evidence-based”, the guideline should be developed in such a way that
it becomes informed by all three pillars of Evidence-Based Practice:

1) The best available scientific evidence;

2) The practical experience and expertise of experts in the field;

3) The preferences and available resources of the target group.

This short video depicts how a combination of these 3 pillars results in an evidence-based
recommendation in the context of a practice guideline.

BEST AVAILABLE PREFERENCES AND
SCIENTIFIC EVIDENCE AVAILABLE RESOURCES
OF THE TARGET GROUP
EVIDENCE-

BASED
PRACTICE

-

PRACTICAL EXPERIENCE
AND EXPERTISE OF EXPERTS IN THE FIELD
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2. How is an evidence-based practice guideline developed by CEBaP?

CEBaP registers its guidelines in development in the GIN international guideline library and

registry, which aims to minimize duplication of effort and encourage transparency in
guideline development.

During the development of evidence-based practice guidelines, CEBaP adheres to the AGREE
Il instrument, which is the current gold standard used by guideline developers.'
The purpose of the 23-item AGREE Il tool is:
1) To enable quality appraisal of guidelines;
2) To provide a methodological strategy for the development of guidelines
3) To describe what information ought to be reported in a guideline and in which
format.

In agreement with the Evidence-Based Practice triangle, CEBaP starts off with a systematic
literature search in order to identify the best available scientific evidence to back up the
recommendations. This evidence is then presented to and discussed by a panel of experts.
The experts decide whether or not to recommend certain interventions, taking into account
the certainty of the evidence, the feasibility, the benefits and harms of the intervention, and
the costs. In addition, the preferences of the target population are taken into account as well.
The final recommendations are therefore the result of a thorough process that combines
scientific evidence with expert opinion and target group preferences.

During the development of evidence-based practice guidelines, CEBaP adheres to all 23 items
of the AGREE Il instrument. In the following paragraphs, we elaborate further on how CEBaP
addresses 10 of those that leave most room for interpretation.

2.1 The health questions covered by the guideline are specifically described (item 2)

At the start of the guideline development phase, CEBaP meets with the guideline-requesting
party (most of the times a Belgian Red Cross-Flanders service) in order to draw up a list of
clearly defined questions that should be covered by the guideline.

Questions that require the conduct of systematic literature searches are converted to
questions that precisely define:

e the Population, Intervention (or risk factor or exposure), Comparison and Outcome of
interest (PICO questions) in case of intervention/risk factor/exposure questions;

e the Participants, Index Test, Reference Standard and Target condition of interest (PIRT
questions) in case of diagnostic accuracy questions.

Depending on the type and scale of the guideline project, certain criteria are set in
considering whether questions should be converted to PICO/PIRT questions or not.
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In general, during the development of evidence-based guidelines for laypeople of Belgian
Red Cross-Flanders, no systematic literature searches are started when the intervention of

interest concerns:

A 'Good Practice Point’ (i.e. short pieces of advice which may not have an evidence
base, but which are seen as essential to good clinical practice ?) or common sense;
The responsibility of professionals (such as a medical doctor or pharmacist);
Interventions with only a long-term effect (e.g. lifestyle interventions such as healthy
diet, smoking cessation);

The practical organisation of activities (e.g. use of EpiPen);

(Medico-)legal aspects;

Anatomy or physiology.

Similarly, no questions are formulated if a risk factor of interest:

does not precede the outcome;

is common sense;

is a fixed marker (e.g. race, gender);

is a distal risk factor (e.g. smoking as a risk factor for lung cancer);

2.2 The guideline development group includes individuals from all relevant

professional groups (item 4)

The guideline development group consists of:

the members of the Steering Committee of CEBaP;

the CEBaP researcher(s) responsible for collecting the evidence;

the Belgian Red Cross-Flanders service or the external party for whom the guideline is
developed and that is responsible for writing the draft recommendations;

an expert panel that makes a trade-off between the certainty of the evidence, benefits
and harms, and validates the final recommendations.

This multidisciplinary expert panel consists of a chairman, who has the necessary
expertise in evidence-based methodology and (if possible) also in the content of the
project, and additional panel members who at a minimum have expertise in the
content of the project.

2.3 The views and preferences of the target population have been sought (item 5)

The guideline development group receives information about the views and preferences of

the target population from one or more of the following:

the Belgian Red Cross-Flanders service involved, which has expertise in the content or
collects the necessary information (e.g. by composing a reading group or by
interviewing the target population);

a literature search concerning the values, preferences and experiences of the target
population;
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e a feedback round or pilot test.
In addition, the target population is also included in the guideline development group.

2.4 2.4 Systematic methods are used to search for evidence (item 7)

The AGREE Il instrument does not provide a detailed description of the methodology that
should be used during the literature search. Hence, CEBaP has based its methodology on the
ones used by two of the leading guideline development organizations, i.e. the Scottish
Intercollegiate Guidelines Network (SIGN) and the National Institute for Health and Clinical
Excellence (NICE).

Since an evidence-based practice guideline often covers a myriad of different topics, CEBaP
adopts a pragmatic approach to its systematic literature searches, to ensure that the
development of the practice guideline is feasible within a reasonable time span (in line with
the SIGN methodology).
To this end:

e for each PICO question or PIRT question, CEBaP designs a specific (i.e. not a sensitive

or exhaustive) search strategy for a limited number of databases;

e this search strategy is developed by a single reviewer and evaluated by a second
reviewer;

e the selection, quality appraisal and synthesis of the relevant evidence is performed by

a single reviewer.

For the sake of reproducibility and transparency, the entire systematic search process is
rigorously documented by the CEBaP reviewer in an evidence summary, using the template

presented in Appendix 1.

Evidence sources

By default, CEBaP searches the following electronic databases to identify potentially relevant
systematic reviews and individual (experimental and/or observational) studies:
e The Cochrane Library, including the following databases:
o Central Register of Controlled Trials (CENTRAL);
o The Cochrane Database of Systematic Reviews.
e MEDLINE (via PubMed interface);
e Embase (via Embase.com interface).
Depending on the guideline topic, additional/other databases that might contain relevant
evidence may be included (e.g. Web of Science, CINAHL, ERIC, PsycNet).

In addition, the reference lists of included references (i.e. those that meet the selection
criteria, see 2.5) that were retrieved using the initial search, are scanned for additional
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relevant references. Also, if available, the “Related Articles” feature of the databases is used; if
the included article is registered in MEDLINE, the first 20 related citations are scanned.

No efforts are made to retrieve grey literature, unless this is required for a specific project.

Search terms

A specific search string is tailored to each database and comprises both index terms (if
relevant; e.g. MeSH terms, Emtree terms) and free text words (in title or abstract), with
attention to possible synonyms, spelling variants, and correct use of truncation and proximity
operators.

Search filters

In general, CEBaP tries to use search filters judiciously, only when they are considered to have
added value, e.g. for the sake of feasibility when the number of records to screen is large, as
they may prevent the retrieval of relevant papers.

Search period
By default, databases are searched from their date of inception until present. However, in the

context of a guideline update, for pre-existing PICOs, search periods are adapted to ensure
that the time period of the new search overlaps that of the previous one by at least 2 months.

2.5 The criteria for selecting the evidence are clearly described (item 8)

A clear set of selection criteria is determined by the CEBaP reviewer. These criteria are as
specific as possible and generally do not allow the inclusion of indirect evidence. They
include criteria related to the population, intervention, comparison, outcomes, study design,
publication type and publication language.

Study design
As for study design, CEBaP generally applies the following criteria:

e Include: a systematic/scoping review: inclusion of a systematic review as a whole if the
search strategy and selection criteria are clearly described and if at least 3 relevant
databases are searched. Inclusion of a systematic/scoping review as a source of
studies if the search strategy and selection criteria are clearly described and at least
two relevant databases have been searched.

An experimental study: inclusion in case of one of the following study types: (non-)
randomised controlled trial, and the data are available.

An observational study: inclusion in case of one of the following study types:
controlled before-after study, controlled interrupted time series, cohort study, case-
control study, and the data are available.
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e Exclude: uncontrolled before-after studies, uncontrolled interrupted time series, case
series, cross-sectional studies, animal studies, ex vivo or in vitro studies, studies
reporting no quantitative data, studies reporting only means, but no SDs, effect sizes,
p-values. Studies with less than 3 participants per group.

However, depending on the project and context, these criteria can be altered.
For example:

e If the evidence base is limited or even non-existent when only including the above
study designs, it can be decided to expand these criteria and also include
observational cross-sectional studies;

e If there is a sufficient amount of high-quality research (e.g. systematic reviews of RCTs,
RCTs), CEBaP can opt to exclude other lower-quality observational studies.

In these cases, the CEBaP reviewer provides a rationale in the In-/Exclusion criteria section of
the evidence summary (Appendix 1).

Publication types

Articles that are published in a peer-reviewed journal are included. Conference abstracts,
conference papers, (clinical) trial registrations, letters to the editor and dissertations are
excluded, as they are generally not subjected to peer review.

Publication language

By default, CEBaP only selects articles published in English. Depending on the project,
additional publication languages may be included as well.

These selection criteria are documented in the In/Exclusion criteria section of the evidence
summary (Appendix 1).

On the basis of these criteria, study selection is performed by a single CEBaP reviewer. In a
first phase, titles and abstracts of the references identified by the search are screened. Full
texts of potentially relevant papers are retrieved, and references that meet the selection
criteria are included.

2.6 The strengths and limitations of the body of evidence are clearly described
(item 9)

In a next phase, the CEBaP reviewer assesses the methodological quality and potential
shortcomings therein for all the included individual studies. To this end, the key criteria set by
the GRADE approach are utilized.? According to this approach, the following study limitations
are likely to result in biased results (“risk of bias”):
e Experimental studies:
o Lack of allocation concealment;
o Lack of blinding;
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o Incomplete accounting of patients and outcome events;
o Selective outcome reporting;
o Other limitations.

e Observational studies:
o Failure to develop and apply appropriate eligibility criteria;
o Flawed measurement of both exposure and outcome;
o Failure to adequately control confounding;
o Incomplete or inadequately short follow-up.
For other study types that require a specific quality appraisal tool, the appropriate formal tool
is used to evaluate the risk of bias and possible other aspects, such as applicability (e.g.

QUADAS-3 tool for primary diagnostic accuracy studies).

Next, the GRADE approach is used to assess the overall certainty of the evidence included,
based on the study limitations, imprecision, inconsistency, indirectness, and publication bias.*
The certainty of the body of evidence is assigned, ranging from high, moderate, low to very
low.

Based on the study findings, the CEBaP reviewer writes an evidence conclusion. The wording
used for the evidence conclusion depends on the certainty of the evidence and the
(im)precision of the study findings.

2.7 The methods for formulating the recommendations are clearly described
(item 10)

On the basis of the conclusions made in the evidence summaries, preliminary
recommendations are drafted by content experts (e.g. employees of the Belgian Red Cross-
Flanders service for whom the guideline is being developed, or external content writers). Both
the evidence summaries and these draft recommendations are provided to the
multidisciplinary expert panel (see 2.2).

The expert panel goes through the evidence summaries and the draft recommendations,
checks if the recommendations are consistent with daily practice, and discusses additional
considerations (see 2.8) that should inform the final recommendation.

If the panel decides to reformulate a recommendation, informal methods are used to reach
consensus on the final recommendation. If consensus cannot be reached via informal
discussion, a formal procedure is used. This typically involves anonymous voting with pre-
determined decision rules (e.g. 70% majority needed to include a recommendation).
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2.8 The health benefits, side effects, and risks have been considered in formulating
the recommendations (item 11)

Before formulating the final recommendations, the expert panel has to discuss the following
questions:
e Are we confident that the possible benefits outweigh the harms and burdens of the
recommended intervention?
e What is the overall certainty of the evidence? How confident are we?
e Are we confident about the values and preferences of the target population?
e Are the required resources worth the expected net benefit from the recommendation?

Based on these considerations, the expert panel decides on the strength of recommendation
(i.e. strong or weak), defined as the extent to which one can be confident that the desirable
effects of an intervention outweigh its undesirable effects.

2.9 The guideline has been externally reviewed by experts prior to its publication
(item 13)

Before finalising the guideline, it is reviewed by external experts who have not been involved
in its development. If possible, representatives of the target group are also part of the
external reviewing team.

2.10 A procedure for updating the guideline is provided (item 14)

An evidence-based practice guideline is updated every 5 years, if funding is available and
capacity allows it.

For each PICO question and PIRT question, the need to update the search is assessed by two
reviewers independently after finishing the evidence summary. There are two reasons why a
question may be declared stable:

e The evidence is so certain that the addition of new information will not change the
conclusions, and there are no foreseeable adverse effects of the intervention
(conclusive evidence);

e The intervention can now be considered common sense and the evidence supports
recommending (for or against) this intervention (common sense).
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3. Where can | consult the evidence-based practice guidelines and the underlying
evidence summarized by CEBaP?

3.1 Evidence-based practice guidelines

Full guidelines and materials

In general, the end goal of Belgian Red Cross-Flanders is to produce evidence-based training
and didactic materials that are user-friendly (e.g. a manual that can be used for first aid
trainings). Only if deemed relevant or necessary, CEBaP will create a guideline document that
provides an overview of the key recommendations and detailed overviews of how each of
those recommendations were discussed and agreed upon by the expert panel.

Some of these evidence-based materials are made freely available, including several
international guidelines (that can be requested for free upon completion of the form) on
different topics:

e First aid;

e Blood donor recruitment.

Peer-reviewed publications on quideline development

Publications that describe the process and results of some specific guidelines can be
accessed via the Publications section of our website.

3.2 Evidence summary database

As mentioned before, each systematic literature search that is performed by CEBaP is
rigorously and transparently documented, using the evidence summary template.

All evidence summaries are internally archived in the online evidence summary database on
the CEBaP project site (developed in Sharepoint). This database ensures rapid document
retrieval and offers the ability for future database enhancement.

The summaries that are developed in the context of first aid guideline development are made
publicly available and can be consulted in our external First Aid Evidence Summary Database.

Access to this database is free, but requires registration. New evidence summaries and
updates of existing ones are regularly added.
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B) SYSTEMATIC REVIEWS

1. What is a systematic review?

A systematic review gives an overview of the best available scientific evidence on a very
specific topic or question. A systematic review can be used to inform policy-making, or can
serve as evidence to inform recommendations made in an evidence-based guideline.

Unlike an evidence-based guideling, a systematic review does not take into account expert
opinion or target group preferences, nor does it contain any recommendations. However, in
the Discussion section of a systematic review publication, suggestions can be made on
potential implications for practice by highlighting different possible actions. In addition, the
implications for research can be discussed.

2. How is a systematic review developed by CEBaP?

When it comes to the term ‘systematic review’, semantics are of the essence: a systematic
review literally means ‘performing a literature review in a systematic way'. If you were to
compare 5 randomly chosen peer-reviewed publications that call themselves a ‘systematic
review’, you may notice that all 5 reviews have used a different (though systematic) approach
to the literature review. In other words, systematic reviews can be developed in accordance
with different methodological standards.

Systematic reviews by CEBaP are always developed according to the most strict and rigorous
methodological principles of Cochrane, as described in the Cochrane Handbook for

Systematic Reviews of Interventions and the Cochrane Handbook for Systematic Reviews of

Diagnostic Test Accuracy.

As a consequence, the methodology used by CEBaP during the development of a systematic
review displays quite a number of differences compared to that used during guideline
development (see Table 1).

Exceptions are scoping reviews or scoping exercises. As these are not specifically mentioned
in the Cochrane Handbook, and there are some deviations from the standard methodology,
CEBaP uses its self-developed guidance (based on chapter 11 of the JBI manual for evidence

synthesis®) and the PRISMA extension for scoping reviews'®) on how to perform these types

of reviews.

In general, CEBaP focuses on the development of systematic reviews of quantitative studies.
Depending on the type of project and the requesting party, a mixed-methods review
(including both quantitative and qualitative studies) may be considered.
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Table 1: Differences in methodological principles applied during the development of an

evidence-based practice guideline versus a systematic review by CEBaP

Methodological principle

Evidence-based
practice guideline

Systematic review

Protocol development

No

Yes

Number of reviewers

e Developing search strategy

e Performing literature
search and article selection

e Performing data extraction

e Performing quality
appraisal

e 1 reviewer, but checked by
2"d reviewer

e 1 reviewer

e 1 reviewer

e 1 reviewer

e 1 reviewer, but checked by
24 reviewer

e 2 independent reviewers

e 2 independent reviewers

e 2 independent reviewers

Selection criteria related to
study design

Systematic reviews,
experimental studies and/or
observational studies.

The CEBaP reviewer may adjust
these criteria during the review
process, depending on the
quality and amount of available
evidence.

Experimental studies and/or
observational studies.

The CEBaP reviewers consider a
priori what study designs are
likely to provide reliable data
with which to address the
objectives of the review.

Selection criteria related to
Population, Intervention,
Comparison and Outcome

The CEBaP reviewer sets narrow
criteria that may be redefined
during the review process,
depending on the amount of
available evidence.

The CEBaP reviewers use
comprehensive, a priori criteria.

Evidence sources

The Cochrane Library,
MEDLINE, Embase (and/or
other sources relevant to the
guideline topic).

No efforts are made to identify
grey literature.

At a minimum: three relevant
databases.

Depending on the project,
efforts are made to identify
grey literature.

Search strategy

Specific search string

Sensitive search string

Quality appraisal

Per intervention

Per outcome

Expert panel input

Yes, via expert panel

Yes, at least 1 content expert

recommendation

Formulating Yes No
recommendations
Assessment of the strength of | Yes No
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In the following paragraphs, we highlight how the systematic literature search for a
systematic review by CEBaP differs from that conducted in the context of guideline
development.

2.1 Protocol development

In the context of a new systematic review, a protocol is developed in which the review scope
and methods are specified a priori. This helps to reduce the risk of bias in the review process
and maximises transparency and accountability.

The actual systematic review process can only start after the protocol is registered or
published, e.g.:

e Inthe PROSPERO register of systematic reviews;
¢ In the Registered Reports publishing format;

e In a peer-reviewed journal;

e On a pre-print server (e.g. medRxiv);

e On the CEBaP website.

2.2 Criteria for considering studies

Research question and criteria

Two CEBaP researchers acting as independent evidence reviewers for the systematic review
will sit down together to formulate the PICO question or PIRT question.

Together, the reviewers also determine and document the selection criteria in a clear and
unambiguous manner. The reviewers may choose to divide the outcomes into primary
(considered most important) and secondary outcomes. If so, they indicate this clearly in the
selection criteria.

Study design
In addition, the types of study design that will be considered for including studies into the

review are clearly specified. In making this choice, the CEBaP reviewers consider a priori which
study design types are most likely to contain the bulk of the evidence.

Publication types

In general, peer-reviewed journal articles, conference abstracts, conference papers, (clinical)
trial registrations, letters to the editor and dissertations are included.

Publication language

By default, all publication languages are included.
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2.3 Search methods for identification of studies

Evidence sources

At a minimum, three relevant electronic databases are searched, e.g.:
e The Cochrane Library, including the following databases:
o Central Register of Controlled Trials (CENTRAL);
o The Cochrane Database of Systematic Reviews.
e MEDLINE (via PubMed interface);
e Embase (via Embase.com interface);
e Web of Science;

o CINAHL;
° ER|C;
o PsycNet.

Depending on the systematic review, efforts might be made to retrieve grey literature. To this
end, grey literature repositories, trial registries and/or conference proceedings are searched
as well. Depending on the topic of the review, these sources may include:

e Google Scholar (scholar.google.com);
e ClinicalTrials.gov (clinicaltrials.gov);

e EU Clinical Trials Register (www.clinicaltrialsregister.eu)

e WHO International Clinical Trials Registry Platform (ICTRP) (www.who.int/ictrp/en/);

e ISI Web of Science Conference Proceedings Citation Index-Science (CPCI-S)
(https://www.webofknowledge.com).

When preparing a Cochrane review, we closely cooperate with Cochrane in the search for
studies.

Similar to during guideline development, the reference lists of included references (i.e. those
that meet the selection criteria) are scanned for additional relevant references. However, in
contrast to guideline development, if the reference list of a paper, retrieved using the initial
search, reveals an additional eligible article, the reference list of this newly included reference
is also scanned (snowballing technique).

Search terms
In contrast to the specific search string used during guideline development, a very sensitive
search string is elaborated during the search for evidence for a systematic review.
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Search filters

Search filters may prevent the retrieval of relevant papers and therefore undermine the
essential comprehensive character of a systematic review. However, if the systematic
reviewers do decide to use any filters, they transparently report this in the search strategy
and explain the rationale.

Search period
In the context of a new systematic review, databases are searched from their date of

inception until present, unless a substantiated rationale is available for focussing on a specific
time window.

In the context of a systematic review update, search periods are adapted to ensure that the
time period of the new search overlaps that of the previous one by at least 2 months.

2.4 Data collection and analysis

Study selection, data extraction and management, and assessment of risk of bias in the
included studies is always performed by 2 independent reviewers. Any discrepancies between
the 2 reviewers are resolved through discussion. If they fail to reach consensus, a third
reviewer is consulted.

Study selection

Study selection is performed by 2 independent reviewers.

Data extraction and management

The two CEBaP reviewers independently extract data from all included studies using the
evidence summary template.

Assessment of risk of bias in included studies

Individual studies are assessed for risk of bias, independently by the two reviewers.

In the context of a Cochrane systematic review, the Cochrane Risk of Bias 2 tool is used to
identify the methodological quality and potential shortcomings of randomized controlled
trials.” In this tool, assessments are made within the domains of sequence generation,
allocation concealment, blinding of participants and personnel, blinding of outcome
assessment, incomplete outcome data addressed, selective reporting and possible other bias.
Each domain is rated as being at low, high or unclear risk of bias.

Study quality of non-randomized experimental and observational studies is assessed using
the Risk of Bias In Non-randomized Studies - of Interventions (ROBINS-I) tool.®
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During the development of other (non-Cochrane) systematic reviews, the CEBaP reviewers
use the key criteria set by the GRADE approach to assess the methodological quality and
potential shortcomings therein for all the included individual studies.?

For both Cochrane and non-Cochrane systematic reviews, the overall certainty of the “body
of evidence” is determined independently by the two reviewers through use of the GRADE

approach, based on the limitations in study design (risk of bias), imprecision, inconsistency,
indirectness, and publication bias.*

Dealing with missing data

In case of missing data, the CEBaP reviewers attempt to contact the study authors, in order to
obtain these data.

If possible, missing values are calculated from the available data (e.g. P values, t values, Cls or
standard errors). If insufficient data are available to calculate missing values, CEBaP only
analyses the available data.

Assessment of heterogeneity

Heterogeneity between studies is determined and addressed according to the guidance in
the Cochrane Handbook for Systematic Reviews of Interventions.

Assessment of publication bias

In agreement with the Cochrane Handbook for Systematic Reviews of Interventions, if 10 or
more studies are identified, publication bias is assessed through visual inspection of funnel
plots. If the funnel plot shows asymmetry, the reviewers perform appropriate formal statistical
tests.

Data synthesis
Experimental and observational studies are always analysed separately by the reviewers. If 2

or more studies investigating the effect of the same intervention on the same outcome are
identified, and data are sufficiently available, these data are pooled. If between-study
variation is anticipated, the reviewers will perform random effects meta-analyses using the
Review Manager software. The Mantel-Haenszel method and the Inverse-Variance method
are used for dichotomous and continuous outcomes, respectively. Meta-analysis results are
visually presented in forest plots.

If the number of interventions is sufficiently high, the heterogeneity in reported outcomes is
manageable, and enough data are available, network meta-analyses may be performed as
well.”
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In case a quantitative synthesis is not possible, study findings are synthesised narratively,
taking into account the overall certainty of the body of evidence. Forest plots may be used to
visualize the results of the individual studies.

Subgroup analysis and investigation of heterogeneity

To investigate potential heterogeneity, the CEBaP reviewers may conduct a number of a priori
determined subgroup analyses. Should post hoc subgroup analyses be conducted, the
reviewers clearly state in the review that these analyses are post hoc and exploratory in
nature.

As direct analysis of more than two subgroups is not possible in the Review Manager
software, subgroups are compared two by two, whether the outcome is continuous or
dichotomous. P-values are appropriately adjusted for multiple testing.

Sensitivity analysis

Sensitivity analyses may be performed to test the robustness of the meta-analysis results by
assessing the impact of notable assumptions, imputed data, borderline decisions and studies
at high risk of bias.

‘Summary of findings' table

In the context of a Cochrane systematic review, a ‘Summary of findings’ table is created for
the most relevant comparison of interventions using the GRADEpro software.® Additional
tables may be created for other relevant comparisons as well.

The table contains information on the extracted data (i.e. the effect measures, confidence
intervals and p-values) for all primary and secondary outcomes of the review. In addition, it
contains information on the certainty of the body of evidence for each outcome, which is
evaluated using the GRADE approach.

3. Where can | find the systematic reviews conducted by CEBaP?

All of our systematic review publications are bundled in the Publications section of our

website.

In order to guarantee the quality of our systematic reviews, CEBaP makes sure to:

e Call on the expertise of at least 1 external content expert, before submitting the
review manuscript for publication in a peer-reviewed journal. (S)he is asked to provide
an independent appraisal of the quality and relevance of particular aspects of the
review, which helps to improve the quality even further;

e Adhere to the 27-item PRISMA checklist and the 12-item PRISMA extension for
Abstracts for clear and transparent reporting in a publication.
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PART 2: PROJECT INITIATION AND FLOW

A) PROJECT INITIATION

A graphical representation of the project initiation and project flow can be found in
Appendix 2.

1. Project application

Before CEBaP can start with the development of an evidence-based practice guideline or
systematic review, a project application should be filled in and submitted by the requesting
Belgian Red Cross-Flanders service or external party.

2. CEBaP Steering Committee decision: guideline, systematic review or no project

The filled in project application is reviewed by the CEBaP Steering Committee, which is
composed of:
e The Director of CEBaP;
e The Coordinating Researcher of CEBaP;
e The Scientific Coordinator of the Humanitarian Services of Belgian Red Cross-
Flanders;
e The Director of Scientific Research in the Blood Services of Belgian Red Cross-
Flanders;
e The Head of Knowledge and Private Partnerships of the International Cooperation of
Belgian Red Cross-Flanders;
e The CEO of Belgian Red Cross-Flanders.

The Committee decides if:
1) A practice guideline project will be initiated;
2) A systematic review will be developed;
3) No new project will be started up.

A guideline project will be initiated if:

e the guideline may have a high impact on practice or on society;

e thereis a high sense of urgency;

e thereis a chance that it will result in a peer-reviewed publication;

e the project may have an economic and financial impact on Belgian Red Cross-
Flanders;
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e the project fits into the research strategy of Belgian Red Cross-Flanders.

If the number of suitable topics within an evidence-based guideline exceeds the feasible
amount of topics, the same criteria are used to prioritize the different (sub)topics.

During the development of an evidence-based practice guideline, it often becomes clear
where an up-to-date overview on the effectiveness of interventions is lacking. In these cases,
the CEBaP Steering Committee can decide to develop a systematic review. In other words,
once completed, every systematic review performed by CEBaP serves as evidence that
supports future guideline development.

A systematic review will only be developed if:

e the review can be used to advocate policy change;

e thereis a low sense of urgency;

e there is a major chance that it will result in a peer-reviewed publication;
e the quality of the body of evidence is moderate to high (preferably).

B) PROJECT FLOW

Once the Steering Committee has reached its decision, the responsibility of the literature
search is assigned to one or more CEBaP researchers. The systematic literature searches are
conducted according to the methodological standards described in Part 1 of this charter, in
close collaboration with the requesting party.
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ABBREVIATIONS AND GLOSSARY

AGREE II

Short for Appraisal of Guidelines for Research & Evaluation Il

The AGREE Il instrument is a 23-item tool that was developed to enable the assessment of
the methodological rigour and transparency used during guideline development.

Bias

In case of bias, a systematic error is introduced into a study. As a result, the magnitude or
direction of study results may differ from reality. Bias can enter scientific studies at all stages:
during study preparation, data collection, data analysis and interpretation, as well as during
the reporting phase. An overview of biases which may distort the design, execution, analysis
and interpretation of research in healthcare, is listed in the Catalogue of Bias.

Cochrane

A global independent network that promotes evidence-informed health decision-making by
producing high-quality, relevant, accessible systematic reviews and other synthesized
research evidence. Cochrane is internationally recognized as the benchmark for high-quality
information about the effectiveness of health care.

GRADE

Short for Grading of Recommendations Assessment, Development and Evaluation

A systematic approach to rating the certainty of the best available evidence in evidence
syntheses (e.g. systematic reviews, guidelines, health technology assessments) and grading
the strength of guideline recommendations. GRADE offers a transparent and structured
process for developing and presenting evidence summaries and for carrying out the steps
involved in developing recommendations.

Grey literature

Information produced by governments, academics, business and industry, that has remained
unpublished or has not been published commercially. Common grey literature publications
are government reports, policy statements, preprint materials, technical reports, conference
proceedings, ongoing clinical trials, theses and dissertations.

PICO question

Short for Population, Intervention, Comparison and Qutcome question.

A research question that precisely defines the population, intervention, comparison and
outcome of interest.
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PIRT question

Short for Participants, Index Test, Reference test and Target condition question.

A diagnostic accuracy research question that precisely defines the population, index test (new
test that is being evaluated for its diagnostic accuracy), reference test (gold standard used for

diagnostics) and the target condition.
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APPENDIX 1: EVIDENCE SUMMARY TEMPLATE

Version A: PICO question

Topic

Subtopic
Intervention
Question (PICO)
Search Strategy
Search date
In/Exclusion criteria

Characteristics of included studies
Author, year Study design | Population Intervention/Risk Remarks
Country factor/Exposure vs control

Synthesis of findings
Outcome Intervention/Risk factor/Exposure vs [Effect Size studies, # Reference
control participants

Study limitations
Version 1: Experimental studies

Author, Lack of Lack of Incomplete Selective outcome Other limitations
Year allocation blinding accounting of reporting
concealment outcome events

Version 2: Observational studies

Author, Inappropriate Inappropriate Not controlled Incomplete or Other limitations
Year eligibility criteria | methods for for confounding | inadequate

exposure and follow-up

outcome

variables

Certainty of the body of evidence
Experimental studies

Initial grading High [A] Downgrading due to
Limitations of study design 0 See table 'Study limitations’
Imprecision 0 [Limited sample sizes/low number

of events/lack of data/large
variability of results]

Inconsistency 0

Indirectness 0

Publication bias 0 [Conflict of interest]
CERTAINTY (GRADE) Final grading e.g. Very low [D]

Observational studies

Initial grading Low [C] Downgrading due to
Limitations of study design 0 See table 'Study limitations’
Imprecision 0 [Limited sample sizes/low number

of events/lack of data/large
variability of results]
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Inconsistency 0
Indirectness 0
Publication bias 0 [Conflict of interest]
Upgrading due to
Large magnitude of effect 0
Dose-response gradient 0
Plausible confounding 0
CERTAINTY (GRADE) Final grading e.g. Very low [D]
Conclusion
Update status
Reference(s)
Version B: PIRT question
Topic
Subtopic
Intervention
Question (PIRT)
Search Strategy
Search date
In/Exclusion criteria
Characteristics of included studies
Author, year Study design | Population Index test vs Reference test Remarks
Country
Synthesis of findings
Target condition andiindex test vs Reference test Effect Size studies, # Reference
population participants
Study limitations
Author, Could the Could the conduct Could the reference | Could the Other
Year selection of or interpretation of | standard, its participant flow limitations
participants the index test have conduct, or its have introduced
have introduced | introduced bias? interpretation have | bias?
bias? introduced bias?

Certainty of the body of evidence: Sensitivity

Initial grading High [A] Downgrading due to

Limitations of study design 0 See table 'Study limitations ’

Imprecision 0 [Limited sample sizes/low number of
events/lack of data/large variability of the
results]

Inconsistency 0 See forest plot for sensitivity

Indirectness 0 Make judgment based on applicability signaling
questions in QUADAS-3

Publication bias 0 [Conflict of interest/Too high
precision/Unpublished studies]
Upgrading due to

Large magnitude of effect 0

Dose-response gradient 0 Only possible when many studies included,
showing range of prevalences
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Plausible confounding

0

CERTAINTY (GRADE)

Final grading e.g. Very low [D]

Certainty of the body of evidence: specificity

Initial grading High [A]

Downgrading due to

Limitations of study design 0 See table 'Study limitations ’

Imprecision 0 [Limited sample sizes/low number of
events/lack of data/large variability of the
results]

Inconsistency 0 See forest plot for specificity

Indirectness 0 Make judgment based on applicability signaling
questions in QUADAS-3

Publication bias 0 [Conflict of interest/Too high
precision/Unpublished studies]
Upgrading due to

Large magnitude of effect 0

Dose-response gradient 0 Only possible when many studies included,
showing range of prevalences

Plausible confounding 0

CERTAINTY (GRADE)

Final grading e.g. Very low [D]

Conclusion

Update status

Reference(s)
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QUESTION

LITERATURE REVIEW

Question(s)
l Input: Operational Belgian Red Cross-Flanders Service or external requesting party

PICO/PIRT question(s)

'

Project application (may be supported by an exploratory literature search)

Input: CEBaP Steering Committee, considering:

¥ Urgency - '

v Potential impact on practice and society (e.g. certainty of evidence)
¥ Economic and financial impact on Belgian Red Cross-Flanders

v Relevance for Belgian Red Cross-Flanders

e

No new project Evidence-based practice guideline Systematic review

No further review ‘Methodology: ‘ Methodology :
v Multiple reviews ¥ One (highly sensitive) review
v According to AGREE Il ¥ According to Cochrane standards
v Single reviewer v 2 reviewers
v Specific search v Sensitive search

l I
Highly relevant with potential high impact Highly relevant with potential high impact

(in addition: acceptable evidence quality,
major chance of peer-review publication)

Urgency: high Urgency: low
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