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REVIEW HIGHLIGHTS

e Secondary scientific literature encompasses various sources, including clinical practice guidelines (CPG) and systematic reviews (SR), both of
fundamental importance.

e Integrating CPGs and SRs in a single systematic review ensures a comprehensive and updated perspective on clinical evidence.

e The implemented methodology ensures a stringent methodological approach, placing significant emphasis on both clarity and reproducibility.

ARTICLE INFO ABSTRACT

Method name: A systematic review (SR) is a research method for synthesizing evidence on a specific topic.
Systematic review of clinical practice Among the various types of systematic reviews, there are SRs of guidelines (CPGs) and SRs of
guidelines and systematic reviews SRs. Traditionally, they are limited to just one type of secondary evidence. This paper introduces

an innovative SR methodology that combines CPGs and SRs to improve evidence synthesis and
overcome the limitations of isolated use.
Essential steps that should always precede the actual research process include registering the

Keywords:
Evidence-based medicine
Clinical practice guidelines

Systematic reviews research protocol, formulating research questions and setting inclusion/exclusion criteria. Using
Meta-analysis the PRISMA protocol for comprehensive database searches, it’s crucial to combine keywords with
Methodology boolean operators and remove duplicates. The eligibility of studies should be assessed by selecting

potentially relevant articles through an initial screening of titles and abstracts, followed by a
meticulous analysis of the full-texts. Rigorous evidence evaluation tools, such as AGREE II for
CPGs and AMSTAR 2 for SRs, and the double reviewer approach ensure high-quality selections.
Additionally, converting summarized results into percentages and applying statistical analyses
facilitate interpretation and improve the reliability of rater assessments. A further characteristic
of this methodology is its adaptability to the evolution of healthcare research.
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Methodology in conducting a systematic review of systematic reviews of healthcare interventions.
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Review question: 1. How can a systematic review methodology effectively integrate both Clinical Practice Guidelines (CPGs) and

Systematic Reviews (SRs) to provide a more comprehensive framework of available evidence?

2. What are the specific challenges and gaps in evidence addressed by the proposed methodology, considering the
limitations of relying solely on CPGs or SRs?

3. In what ways does the research method ensure the validity, transparency, and reproducibility of the systematic
review process, particularly in the selection, evaluation, and synthesis of CPGs and SRs?

4. How does the proposed methodology address the potential limitations of CPGs, such as the omission or
inadequate evaluation of certain SRs, and how does it incorporate more recent SRs that may not be considered in
existing guidelines?

5. What are the key advantages and strengths of integrating CPGs and SRs in the systematic review methodology,
and how does this integration contribute to bridging potential gaps in evidence for improved relevance and utility
in clinical practice?

Method details

Background

The body of scientific biomedical literature is characterized by a vast amount of secondary bibliographic records, including Nar-
rative Reviews, Scoping Reviews, various types of Systematic Reviews (such as Cochrane Reviews, Umbrella Reviews, and Network
Meta-analyses), Meta-analyses, Clinical Practice Guidelines, Scholarly Books and Monographs, Conference Proceedings. These are
derived from various sources, including bibliographic databases, grey literature, and guideline databases. Bibliographic biomedical
databases, such as PubMed, Embase, CINAHL, Scopus or Web of Science, form the backbone of scientific information access, ag-
gregating bibliographic records from a wide range of biomedical journals [1]. Each record contains key metadata such as authors,
titles, abstracts, and keywords, which facilitate the search for relevant studies [2]. Grey literature, that can be found in websites such
as Google Scholar or databases such as Open Grey, represent a broad category of formally unpublished documents, such as theses,
research reports, conference papers, and more [3]. Although not subject to the typical peer-review process of scientific publications,
grey literature can offer a significant complementary perspective, reporting ongoing studies, preliminary data, or studies that have
not been accepted for publication in peer-reviewed journals [4]. Guideline databases, such as the National Guideline Clearinghouse
or the Scottish Intercollegiate Guideline Network database, gather clinical guidelines developed based on the best available evidence
[5]. Such guidelines represent a fundamental resource for clinicians, offering recommendations for clinical practice in specific areas
of interest [6].

All these sources, together with primary literature, are crucial for conducting a systematic review [7]. They provide the groundwork
for synthesizing and analyzing specific research questions or areas of study [8].

A systematic review is a research method that comprehensively collects and rigorously analyses all empirical evidence that meet
predefined eligibility criteria to answer a research question [9]. This meticulous, detailed approach ensures the reliability and com-
pleteness of the data extracted, making it a key method in the field of evidence-based medicine [10]. Systematic reviews are often
used to identify, evaluate, and synthesize the best available evidence on a particular topic or clinical question. [11]. The ultimate
purpose of such practice is to provide healthcare professionals with a clear and reliable overview of current knowledge, on which to
base their clinical decisions [12]. There are different types of systematic reviews, each showing particular relevance depending on
the research context and objectives [13]. The most common types are systematic reviews focusing on primary literature, while sys-
tematic reviews of systematic reviews and systematic reviews of guidelines, although less prevalent, also contribute to the literature.
Systematic reviews of primary literature are the best known and focus on the analysis of primary studies, such as randomized clinical
trials and observational studies. Such reviews represent an important resource in the quantitative synthesis of existing evidence on a
specific clinical question [14].

Systematic reviews of systematic reviews, sometimes called “second-level reviews” or “meta-reviews,” go a step further [15]. They
analyze and synthesize the results of multiple systematic reviews on a similar topic, to provide a more comprehensive and exhaustive
picture [16]. This type of review is particularly useful when there are numerous reviews on the same issue, and an overview of
available evidence is desired [17].

Finally, systematic reviews of guidelines focus on the analysis of clinical guidelines [18] Such guidelines are often drawn up by
professional or government organizations and provide evidence-based recommendations for clinical practice in specific fields [19].
Systematic reviews of guidelines can help to identify the best clinical recommendations and understand how these differ among
various sources [20].
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Despite the importance and usefulness of these types of systematic reviews, there are specific issues when conducting systematic
reviews using only secondary sources. For certain research questions, it may be limiting to conduct a systematic review based solely
on guidelines or only on existing systematic reviews. This is because these sources may not cover all aspects of a topic or may be
influenced by methodological biases, thereby limiting the completeness and reliability of the review results [21].

To overcome this hurdle, it is necessary to consider implementing a new type of systematic review, one that can leverage the
potential of both existing guidelines and systematic reviews. Such an approach can provide a more comprehensive and accurate
picture of available evidence, overcoming the limitations of current systematic review practices.

Research objective

The aim of this systematic review methodology that, not only includes Clinical Practice Guidelines (CPGs) or Systematic Reviews
(SRs) but combines them. This integration is based on the necessity to optimally combine evidence from secondary literature. CPGs
represent a robust reference point for clinical practice, providing evidence-based recommendations [22]. However, they may not
include or adequately evaluate all available SRs. Similarly, more recent SRs may not yet have been considered in the guidelines.
Consequently, there is a need to develop a systematic review methodology that can effectively integrate these sources. With this
research method, we propose an approach that allows the integration of SRs not included or not evaluated by CPGs, or even those
more recent than a CPG. The goal is to use the complementary strengths of CPGs and SRs to provide a more comprehensive and
updated framework of the available evidence. This integration will bridge any potential gaps in the evidence and incorporate the
most recent information, thereby improving the relevance and utility of systematic reviews for clinical practice. The methodology
proposed to perform this method will be structured in such a way as to ensure the validity, transparency, and reproducibility of
the review process. This research will detail the procedures for the selection and evaluation of CPGs and SRs, data extraction and
synthesis, and interpretation and presentation of results.

Methods
Research design

In an attempt to provide a thorough synthesis of existing evidence derived from secondary literature, we have structured a
methodology for a systematic review of guidelines as well as of systematic reviews. This research design draws upon the methodology
proposed by Aromataris et al. [23] and further integrates the methodology by Smith et al. [15] to encompass systematic reviews not
included in the identified guidelines. The methodology used in this review underlines the significance of comprehensive literature
search and rigorous evaluation, paying special attention to its methodological quality and relevance. Data is uniformly extracted and
subsequently synthesized to offer an all-encompassing overview.

Systematic review protocol registration

Prior to embarking on the systematic review drafting, one should register the protocol in the international PROSPERO database
(https://www.crd.york.ac.uk/prospero/) of the National Institute of Health Research. This registration ensures the review is con-
ducted with transparency and integrity.

Formulation of the research question

Current methodologies in systematic reviews: a dual focus on SRs of CPGs and SRs of SRs

In addressing a systematic review of Clinical Practice Guidelines (CPGs), it is crucial to clearly structure and focus the research
question. To achieve this, the utilization of the PICAR framework is recommended [18,24]. This framework, developed to guide
systematic reviews of CPGs for clinical practice, is divided into: P: Population, clinical indications, and conditions; I: Intervention; C:
Comparator, comparisons, and key contents; A: Eligible CPG Attributes. Attributes may include variables such as the year of publi-
cation, language of publication, publishing organization or sponsor, scope (national or international), clinical focus/focus, purpose
(e.g., screening status nutritional), and the format of the CPG. Additionally, attributes may include the intended end user, such as
healthcare professionals, and the type of CPG, if evidence-based, as well as specific score thresholds for assessing the quality of CPGs
using tools such as AGREE II; R: Characteristics of the recommendations. This section specifies CPG recommendations based on the
research question.

Secondly, in conducting a systematic review aimed at identifying relevant systematic reviews, the research question should be
formulated using the PICO framework [25]. Utilizing the PICO framework enables the structured and refined formulation of the
research question, allowing for a specific and methodical examination of the effectiveness and appropriateness of an intervention in
a given population. This ensures that the research question is explored comprehensively and accurately (Fig. 1). This methodological
tool represents a key element in developing research questions for systematic reviews and focuses on the following key aspects:
P: (Population or problem): Defines the patient group or population of interest, as well as the specific conditions or problems that
these individuals may exhibit [26]. For example, it could regard patients suffering from a specific disease or medical condition;
I: (Intervention): This refers to the action or series of actions that one plans to study. It can be a medical treatment, procedure,
therapy, or any other type of clinical intervention. The goal is to clearly identify which intervention will be examined to determine
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Who are the patients?
G Population .. Problem What ks the problem?
u m iy

What do we compare the
Comparison intervention with?
What are the
outcomes?

What are the
recommendations?

Recommendation

Fig. 1. Main Elements of PICOR Framework.
Legend: Methodology and phases of the PICOR (Patient/Population, Intervention, Comparator, Outcome, and Recommendations).

its effectiveness or impact; C: (Comparator): Serves to identify a control condition with whom the intervention is compared. The
comparator may be no intervention, a placebo, or another type of intervention deemed standard in clinical practice; O: (Outcome):
Indicates the outcomes, expected outcomes, or results of the intervention [27]. These outcomes can concern aspects such as mortality,
quality of life, side effects, clinical benefits, and many others.

Introducing PICOR: research question framework for CPGs and SRs

The evolution of systematic reviews of Clinical Practice Guidelines (CPGs) and systematic reviews (SRs) necessitates an innovative
and integrated methodological approach. The proposal of a new methodological tool, named PICOR (Population, Intervention, Com-
parator, Outcome, and Recommendations), arises from the need to amalgamate the distinctive approaches of the PICO and PICAR
frameworks into a cohesive structure.

The PICAR framework, specifically designed for SRs of CPGs, provides a solid foundation for outlining populations, interventions,
comparators, and eligible attributes of CPGs. However, the innovation of PICOR lies in integrating these components with the PICO
framework, traditionally applied to formulate research questions in broader systematic review contexts.

The ‘PICOR’ research question represents a significant step forward, incorporating the specificities of CPGs and SRs. Particularly,
the ‘A’ component of the PICAR framework, indicating eligible attributes of CPGs, becomes an integral part of inclusion criteria,
emphasizing the need to carefully assess these attributes in analyses. This innovation not only addresses the call for a new type of
research question but also underscores the importance of CPG attributes in the context of a broader systematic review. The PICOR
approach thus emerges as a unified and advanced framework, providing a methodological structure that considers the specificities
of CPGs and SRs, with a particular emphasis on the importance of the letter ‘R’ (Recommendations) in achieving coherence and
comprehensiveness in the execution of comprehensive systematic reviews (Fig. 1).

Inclusion and exclusion criteria

When shaping the review scope, establishing clear inclusion and exclusion criteria is paramount. The focus will be on secondary
studies published in peer-reviewed journals, with a specific emphasis on systematic reviews (SRs) and Clinical Practice Guide-
lines (CPGs). This approach aims to ensure the inclusion of only high-quality and relevant sources, avoiding potential distortions
from records not subjected to rigorous quality controls. Additional inclusion criteria may encompass the sample size of the stud-
ies, adopted methodology, time frame covered by the study, and the geography or regional context of the analysis. For example,
studies with larger sample sizes, standardized methodologies recognized in the field, and those covering specific time periods or
geographic contexts of particular interest may receive prioritization. Publication language is another essential criterion in the se-
lection process. To ensure comprehensibility and accessibility of data, only articles written in dominant languages in the field of
medical research will be considered. On the other hand, specific criteria will guide the exclusion of studies. Articles not directly
aligning with the review objectives or not meeting defined quality standards will be excluded. The presence of incomplete or irre-
trievable data in a publication may also justify its exclusion. Pilot or preliminary studies, publications not subjected to a rigorous
peer-review process, and those relying exclusively on self-reported data without verification may also face exclusion. The inclusion
of the letter A of the PICAR framework should be considered in defining the inclusion and exclusion criteria, aligning with the review
objectives.

Article selection will be conducted objectively, with two reviewers independently assessing each publication, and the inter-
reviewer reliability of selections should be reported. This dual control aims to ensure that every decision is based on a thorough
assessment and is not influenced by individual biases. In case of discrepancies in the selection, a third reviewer will be involved to
ensure consensus and maintain the integrity of the selection process.
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Search strategy

A meticulous analysis should be conducted based on the PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-
Analyses) methodology. Adopting PRISMA ensures that the systematic review is performed and reported with precision and trans-
parency. This initial step will be crucial for gaining an in-depth understanding of current practices and official recommendations in
the study field. Using PRISMA guidelines, one can also outline the inclusion and exclusion criteria, with the reporting conducted in
accordance with the standards outlined by the Equator Network (https://www.equator-network.org/). Subsequently, a comprehen-
sive and systematic search should be undertaken in primary, secondary, and guideline literature databases, combining the keywords
identified from the research question using Boolean operators AND, OR, NOT. This search should be conducted by at least two re-
searchers, and the inter-reviewer reliability of selections should be reported to ensure objectivity and reduce the risk of bias. The
collaboration of two researchers will allow for comparing and contrasting the results, thus enhancing the reliability of the selection
process. Once the database search is completed, the records should be exported to a bibliography management software, such as
for instance EndNote 20 (©2023 Clarivate). Then, through the software’s automatic duplicate search features, duplicates should be
removed, also considering an additional manual check. This step will ensure a clean record set free from repetitions. After this initial
phase, titles and abstracts should be examined to select potentially relevant articles. When determining the eligibility of publications,
the full texts of the identified articles should be scrutinized meticulously. The entire identification and selection process must be
conducted independently by at least two researchers; in case of disagreements, a third reviewer should be involved for an arbitrary
decision. Lastly, to ensure the utmost transparency and reproducibility of the conducted research, all used search strategies must be
documented, including specific search strings, making them available in a supplementary document (Fig. 2). A search string template
is made available in Supplementary File 1.

Evaluation of the quality of CPGs

To facilitate a meticulous evaluation of CPGs, it is imperative to use a standardized instrument that captures various dimensions
of guideline quality. The AGREE II tool, designed by the AGREE Collaboration, is an example of such an instrument. The AGREE II
is not a mere compilation of items but is a well-structured instrument composed of 23 accurately developed items, spanning across
six domains. Each of these domains inspects a specific dimension integral to the guideline quality. The domains include: (1) Scope
and Purpose; (2) Stakeholder Involvement; (3) Rigour of Development; (4) Clarity of Presentation, (5) Applicability; (6) Editorial
Independence. Additionally, the AGREE II tool supplements [28] these domains with two global evaluation items, enhancing the
depth of the assessment. This comprehensive assessment ensures that the guidelines in question adhere to the highest standards. In
the evaluation process, each item within these domains is assigned a score based on a seven-point Likert scale. The methodology
and criteria for scoring are well-outlined in the AGREE II user manual, which can be utilized for manual assessments. For those who
prefer an online approach, the AGREE II is also available as online version known as My AGREE PLUS. The online version can be
accessed at the following link: https://www.agreetrust.org/resource-centre/agree-plus/. For a concise description of how the online
version works, please refer to the provided link.

Post evaluation, the domain score is derived by summing scores of individual items within the domain and then representing it as
a percentage of the maximum possible score for that domain. The overall score, encompassing all the domains, provides an aggregate
assessment of the guidelines. Fig. 3 illustrates how to calculate the score of AGREE II standardized to 100. Furthermore, it is essential
to note that the reporting of AGREE II assessments should adhere to the guidelines provided by the AGREE Collaboration. The AGREE
Reporting Checklist, available at the following link: https://www.agreetrust.org/resource-centre/agree-reporting-checklist/, outlines
the essential elements to be included when reporting AGREE II assessments for optimal transparency and completeness.

Following the recommendation of researchers like Andrade et al. [29], any domain or overall scores that fall below the 50%
threshold are typically indicative of low quality.

For ensuring unbiased and thorough assessments, our methodology involves two independent researchers to deploy the AGREE
II tool for evaluations. The presence of two evaluators minimizes subjective biases and enhances the reliability of the evaluation.
However, disagreements, though rare, can arise. In such instances, a third reviewer intervenes to reconcile the scores.

Incorporating such rigorous, methodical evaluations is not just about adhering to best practices. It is about ensuring that the
CPGs that healthcare professionals depend upon are of the highest standard, both in terms of content and presentation. This rigorous
approach to quality evaluation promises more than just academic rigor; it assures patients and professionals alike that the guidelines
they adhere to have undergone scrupulous scrutiny (Fig. 4). A template of a table describing the results of such quality evaluation is
provided in Supplementary File 1.

Evaluation of the quality of SRs

An accurate assessment of the quality of the SRs is essential to ensure the validity of the conclusions and the recommendations. For
this assessment, the AMSTAR 2, or ‘A MeaSurement Tool to Assess Systematic Reviews’ is used [30]. This tool was selected for several
key reasons: 1) Breadth of criteria: the AMSTAR 2 offers a broad range of questions (n = 16), split between seven critical and nine
non-critical. This subdivision allows for a detailed and comprehensive evaluation; 2) Flexibility: the questions foreseen in the tool
can be answered as ‘Yes’, ‘Partly Yes’, ‘No’ or ‘No meta-analysis conducted’, guaranteeing a precise assessment and methodological
flexibility; 3) AMSTAR 2 is widely accepted in the scientific community as a reliable and valid tool for evaluating systematic reviews.
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Fig. 2. Search Strategy methodology.
Legend: PICOR: patient/population, intervention, comparison, outcomes; R: Characteristics of the recommendations; CPG: Clinical Practice Guide-
line.

In the evaluation process, any research using this methodology should have at least two independent raters completing the
AMSTAR 2 for each systematic review evaluated. This double assessment ensures greater objectivity. In the event of any disagreements
between the evaluators, the involvement of a third reviewer is essential to ensure impartiality and consistency. A template of a table
describing the results of such quality evaluation is provided in Supplementary File 1.

Conversion to percentage score

Once the assessment is complete, the results will need to be translated into a quantifiable and interpretable format. Following the
methodology outlined by Matthias et al. [31], each question of the AMSTAR 2 receives a numerical score: 0 for the answer ‘no’, 1
for the answer ‘yes’ and 0.5 for the answer ‘partial yes’. [31] These values, once aggregated, can be transformed into a percentage
score ranging from 0 to 100%. It is essential to note that, in the case of systematic reviews where a meta-analysis is not conducted,
the percentage calculation should consider a reduction of the denominator, excluding non-applicable elements. (Fig. 5).

Assessment of evidence certainty

A meticulous assessment of evidence quality is crucial in a systematic review to ensure the grounding of conclusions in valid
and reliable data. Acknowledging potential variations in international evidence-level classifications, we have opted for a distinct
methodology for our review. This choice aims to address anticipated heterogeneity in classifications or potential gaps in evidence-
level evaluations within SRs. For a standardized and cohesive assessment of evidence levels for both CPGs and SRs included in our
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1. Calculation of the Domain Score: 2. Calculation of the Overall AGREE Il Score:

For each domain in the AGREE Il tool: Once you've calculated the score for each of the six domains, you can compute the overall

score using the following formula:
3 - Obtained Score~Minimum Possible Score
Domain Score (DS) - (.\laximum Possible Score—Minimum Possible Scoro) x 100

Overall AGREE II Score = Lﬁ'ﬁ

Fig. 3. Calculation of the AGREE II standardized score.

Legend: Obtained Score is the sum of the scores of all the items within the specific domain. Minimum Possible Score represents the minimum score
obtainable for the domain. This is calculated as the number of items in the domain multiplied by the minimum item score (typically 1, since the
scoring ranges from 1 to 7). Maximum Possible Score is the maximum score obtainable for the domain. It is calculated as the number of items in
the domain multiplied by the maximum item score (typically 7). DS; represents the Domain Score for the i th domain.

Scope and
Purpose
Stakeholder
Involvement
Rigour of
Development

Clarity of
Presentation
Applicability

Editorial
Indipendence

Fig. 4. Main Elements of AGREE II
Legend: Methodology and characteristics of the AGREE II methodology (Appraisal of Guidelines for Research and Evaluation).

Percentage Score =

Sum of Scores from Questions
Maximum Number of Applicable Questions x Maxi Score per Question

x 100

Fig. 5. Calculation of the AMSTAR 2 score.

Legend: The “Sum of Scores from Questions” refers to the total sum of scores assigned to all answered questions; The “Maximum Number of
Applicable Questions” is 16 by default but can be reduced if certain questions are not applicable (e.g., when a meta-analysis is not conducted); The
“Maximum Score per Question” is 1.

review, we have embraced the classification scheme introduced by the Oxford Centre for Evidence-Based Medicine (OCEBM) in 2011
[32]. This methodology entails a thorough evaluation of evidence quality, relying on specific criteria for certifying the certainty of
evidence.

Elements taken into account in this evaluation encompass study type, research design, evidence quality, and the consistency
among the results of the included studies. This approach facilitates the assignment of a level of certainty to the evidence and enables
a critical appraisal of the available information (Table 1).

Data extraction

In the context of a systematic review, the accuracy of data extraction is pivotal for ensuring the validity of obtained results.
Thus, it is crucial to implement a structured form for data extraction, specifically designed to capture pertinent information from the
selected studies for inclusion. The extracted data may encompass but are not limited to: author details; publication year; country of
origin of the study; type of study (e.g., clinical trial, observational study, etc.); quality recommendations regarding CPGs and SRs;
authors’ organizational affiliations; target group intended for the recommendations or findings; grading system used in the study
(if applicable). It is recommended that two independent reviewers handle data extraction to ensure accuracy and completeness. In
cases of discrepancies in extracted data, a consensus approach can be applied, potentially involving a third reviewer. It is essential
to integrate data and references from the included SRs and CPGs into tables or synthesis.
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Table 1
OCEBM level.

Level 1: High-Quality Evidence

This level includes results from well-conducted systematic reviews of randomized controlled trials (RCTs) with extensive follow-up and consistent outcomes.
Systematic reviews aggregate data from multiple studies to provide a more comprehensive and reliable view of the available evidence.

Level 2: Moderate-Quality Evidence

This category comprises results from moderately well-conducted RCTs or well-conducted observational studies with consistent findings. While these pieces of
evidence offer a lower level of certainty compared to Level 1, they are still considered reliable.

Level 3: Low-Quality Evidence

This level includes results from studies with significant limitations, such as RCTs with methodological issues or observational studies with potential sources of
bias. While they may provide useful insights, evidence at this level is less reliable.

Level 4: Low-Quality Evidence

This level encompasses results from studies with substantial limitations, such as observational studies with a high risk of bias or non-generalizable data.
Evidence at this level is the least reliable among those considered.

Level 5: Expert Opinion

This category is based on expert opinions in the field and not on empirical evidence. Expert opinions can offer qualitative insights but do not represent direct
evidence.

Data synthesis

Upon concluding the data extraction process, the focus naturally shifts to synthesizing the findings. Employing a narrative approach
proves effective at this stage, allowing for a concise summary of the results categorized into specific domains - such as clinical,
organizational, or managerial - aligned with the primary objectives of the review. To enhance the clarity and comprehensibility of
the synthesized data, it is recommended to integrate information and references from included SRs and CPGs into tables or synthesis. In
parallel, for a visual synthesis of intervention effects, consider utilizing the Harvest plot [32]. This approach, endorsed by the Cochrane
Handbook for Systematic Reviews of Interventions [33], is particularly useful when facing challenges posed by heterogeneous studies
[34]. The Harvest plot stands as a graphical representation akin to the traditional Forest plot, yet its adaptability based on the review
aim or the characteristics of the included studies underscores its notable strength.

Notably, Harvest plot facilitate the visual representation of the effects together with various study information, including reference,
sample size, nature and direction of associations, and p-values. This ensures a structured and comprehensive presentation of pertinent
data, improving clarity and synthesis. The flexibility of this methodology is crucial, especially when the results of systematic reviews
are not easily aggregable through meta-analysis or pooled analysis. Thus, the Harvest plot provides a nuanced and informative
representation, serving as a practical tool that enhances clarity in data synthesis and proves adaptable for various review. A detailed
guide with examples for conducting the Harvest plot is provided in Supplementary File 2.

Data analysis

After synthesizing the extracted data, the subsequent step pertains to statistical analysis. First and foremost, descriptive statistics
like means and standard deviations are computed for overall scores or any quantitative metric employed in the reviews. Assessing the
level of agreement among reviewers is crucial to ensure the reliability of the extracted data. This can be achieved using the intraclass
correlation coefficient (ICC), applying a bidirectional random effects model. The ICC can be computed for each specific domain or
category and for the overall scores. Moreover, to further understand the relationship between scores assigned by different reviewers,
tools like the Pearson correlation coefficient can be utilized to pinpoint the linear correlation between reviewers’ scores. Lastly, to
gauge the consistency and reliability of evaluations, metrics like Cohen’s Kappa coefficient can be used. This coefficient provides a
measure of corrected agreement, offering a more rigorous assessment of reliability between reviewers.

Meta-analysis

In the context of a systematic review of CPGs and SRs, there might arise a need to conduct a meta-analysis, especially when
multiple studies provide similar or comparable data on a particular topic. Meta-analysis allows for combining the results of several
studies to get an overall effect estimate, thereby increasing statistical power and the precision of the estimates. The decision to proceed
with a meta-analysis should be grounded on the adequacy, homogeneity and quality of available data and the clinical relevance of
combining the results (Fig. 6).

Evidence synthesis

The integration of results from SRs and CPGs should ultimately lead to a narrative synthesis of evidence, supported by a compre-
hensive table summarizing key findings clearly and in detail. This table should include a classification of the certainty of evidence
following the system proposed by the OCEBM. Additionally, where applicable, the synthesis may be complemented by a graphical
representation for a more comprehensive overview.
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Eligibility Assessment for Meta-analysis: This step involves selecting
studies that report comparable effect measures and can thus be
aggregated

Data Extraction: At this phase, effect estimates and their measures of
uncertainty are collected from each study

Assessing Study Homogeneity: Before proceeding with the meta-
analysis, itisvital to check for heterogeneity across the studies

Meta-analytical Analysis: Depending on the identified homogeneity,
fixed-effects or random-effects models are used to aggregate the effect
measures

Publication Bias Assessment: In this step, potential publication bias
that might affect the meta-analysis outcomes is examined

Results Presentation: Finally, the outcomes of the meta-analysis are
showcased using forest plots or other relevant charts

l

Results Presentation

Fig. 6. Methodology for integrating a meta-analysis.
Legend: Methodology for integrating a meta-analysis into a systematic review.

Implications for research

1. Bridging the Evidence Gap: This novel approach highlights the importance of considering both CPGs and SRs in the review
process, potentially filling evidence gaps and ensuring that the most recent and relevant data inform clinical recommendations.

2. Promotion of Rigor and Transparency: The rigorous evaluation tools like AGREE II and AMSTAR 2, combined with the
dual-reviewer methodology, ensure that the selected CPGs and SRs meet high standards of quality and relevance. Such metic-
ulousness promotes trust among end-users.

3. Highlighting the Necessity for Continued Integration: The dynamic nature of scientific research necessitates methodologies
that can evolve and integrate new evidence sources. This method could serve as a foundation for future research methodologies
that seek to combine diverse evidence forms.

4. Encouraging Further Development: While this method offers a robust approach to systematic reviews, there remains a scope
for refining and expanding this methodology. Research communities should be encouraged to adopt, adapt, and enhance this
method in line with emerging evidence and technological advancements.

5. Potential for a Meta-analysis Approach: Given the robustness of this integrated approach, it is poised to support a meta-
analytic framework when multiple studies offer congruent data on a subject. This meta-analysis potential augments the
method’s versatility and its capability to provide a statistically robust overview of a topic.

Discussion

The landscape of scientific literature encompasses a diverse array of primary and secondary bibliographic records. Among these,
Clinical Practice Guidelines (CPGs) and Systematic Reviews (SRs) play a pivotal role in providing synthesized evidence for clinical
practice. Despite their invaluable contributions, relying exclusively on either source presents inherent limitations. This research
methodology represents a natural progression in the evolution of systematic review methodologies that need to be integrated into
summary documents.

By integrating these resources, our aim is to provide a broader, updated, and consequently, more clinically useful overview of
available evidence. The proposed methodology strives to be rigorous, transparent, and reproducible, emphasizing robust evaluation
methods such as AGREE II for CPGs and AMSTAR 2 for SRs. However, it is important to note that, despite their relevance, not
all SRs and CPGs found in the literature comply with the GRADE (Grading of Recommendations, Assessment, Development, and
Evaluation) methodology. In this context, we have chosen to standardize the assessment of evidence certainty using a methodology
specifically outlined for healthcare professionals, namely the OECBM methodology. This choice has been motivated by the need to
adopt a standardized and coherent approach in evidence evaluation, thereby contributing to the overall robustness and reliability of
the obtained results. We believe that this strategy can enhance transparency and comparability in evidence assessments within the
context of clinical research.
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