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Abstract Introduction Rapid guidelines are needed in scenarios requiring timely recommen-
dations, such as the emergence of new interventions or urgent demands for clinical
guidance, which are common in plastic surgery. However, shortened timelines should
not compromise methodological rigor or transparency. This study aimed to synthesize
methodological recommendations for the development of rapid guidelines.
Methods A narrative review of the literature was conducted based on methodologi-
cal publications addressing rapid guideline development. Data were synthesized
qualitatively and narratively, and findings were organized according to the main stages
of guideline development, from planning and scope definition to recommendation
formulation, implementation, and updating.

Results The included studies provided methodological recommendations covering
all stages of rapid guideline development, including scope definition, prioritization of
structured questions, panel composition, evidence assessment and synthesis, formu-
lation of recommendations, and planning for implementation and updating. Strategies
to optimize the process included the use of existing guidelines, the GRADE-ADOLOP-
MENT model, prioritization of available systematic reviews, and application of struc
tured frameworks such as GRADE, Summary of Findings (SoF), and Evidence to Decision
(EtD). Key challenges included limited time, human resources, availability of evidence,
and financial constraints.
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Introduction
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Conclusion Rapid guidelines can be developed with adequate methodological
quality when structured, transparent, and evidence-based processes are followed.
This methodological synthesis may serve as a practical guide for developing rapid
guidelines, particularly within the Brazilian Society of Plastic Surgery (Sociedade
Brasileira de Cirurgia Plastica, SBCP, in Portuguese).

Introducao Diretrizes rapidas s3o necessarias em cenarios que exigem recomenda-
cOes oportunas, como o surgimento de novas intervencdes ou demandas urgentes de
orientacdo clinica, algo frequente na cirurgia plastica. Entretanto, a reducao do tempo
de desenvolvimento ndo deve comprometer o rigor metodolégico nem a transparéncia
do processo. Este estudo teve como objetivo sintetizar recomendacdes metodoldgicas
para a elaboracdo de diretrizes rapidas.

Métodos Foi realizada uma revisdo narrativa da literatura baseada em publicacdes
metodoldgicas sobre desenvolvimento de diretrizes rdpidas. A sintese dos dados foi
conduzida de forma qualitativa e narrativa, organizando os achados de acordo com as
diferentes etapas do processo de elaboracdo de diretrizes, desde o planejamento e
definicdo do escopo até a formulagdo, implementacdo e atualizacdo das
recomendacoes.

Resultados A analise dos estudos identificou recomendacdes metodoldgicas para
todas as etapas do desenvolvimento de diretrizes rapidas, incluindo definicao do
escopo, priorizacdao de perguntas estruturadas, composicdo do painel, avaliacdo e
sintese das evidéncias, formulacdo das recomendacdes e planejamento da implemen-
tacdo e atualizacao. Estratégias para otimizar o processo incluiram o uso de diretrizes
previamente publicadas, aplicacio do modelo de ADOLOPMENT, priorizacdao de
revisoes sistematicas existentes e utilizacao de frameworks estruturados, como
GRADE, Summary of Findings (SoF) e Evidence to Decision (EtD). Entre os principais
desafios destacaram-se limitacdes de tempo, recursos humanos, disponibilidade de
evidéncias e financiamento.

Conclusao Diretrizes rapidas podem ser desenvolvidas com qualidade metodoldgica
adequada, desde que sejam utilizados processos estruturados, transparentes e basea-
dos em evidéncias. A sintese apresentada pode servir como quia pratico para a
elaboracao de diretrizes rapidas, especialmente no ambito da Sociedade Brasileira
de Cirurgia Plastica (SBCP).

urgent humanitarian crises, the emergence of new treatment
modalities, or the availability of new evidence regarding

Guidelines contain recommendations intended to inform
users (e.g., healthcare professionals, the general public, or
patients) about the benefits and harms of a specific inter-
vention or clinical situation, with the goal of achieving the
best possible health outcomes.

Guidelines vary according to their purpose, scope, and
development timeline.

Traditional guidelines typically require approximately
two years or more to develop due to the multiple steps
involved, including the identification of important outcomes,
evidence retrieval, evidence synthesis and presentation, peer
review, dissemination and implementation, among others.’

However, certain situations require the development,
dissemination, and implementation of guidelines within a
shortened timeframe, such as public health emergencies,
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existing treatments.” The emergence of relevant new evi-
dence concerning the effectiveness, safety, or cost-effective-
ness of a new or existing intervention is often considered the
primary reason for developing rapid guidelines. Other justi-
fications include the need to respond to public concerns or
urgent requests for guidance from external stakeholders.>
Such situations are common in the field of plastic surgery.
Rapid guidelines (RGs) are guidelines developed using an
abbreviated timeline. A major challenge in the development
of rapid guidelines is maintaining methodological rigor
while meeting shortened development deadlines.> Impor-
tantly, guidelines developed within a shortened timeframe
should not be regarded as inherently less trustworthy.3 This
article presents a narrative review of these recommenda-
tions with the aim of providing a practical guide for use by



the Brazilian Society of Plastic Surgery (Sociedade Brasileira
de Cirurgia Plastica, SBCP, in Portuguese) in the development
of clinical practice guidelines within the specialty.

Methods

This narrative review was conducted to synthesize the main
methodological concepts related to the development of
rapid guidelines and rapid systematic reviews. The review
was conducted in accordance with recommendations for
narrative reviews, including prior definition of the research
question, a structured search strategy, predefined inclusion
and exclusion criteria, and critical appraisal and narrative
synthesis of the literature.*>

This study was conducted in accordance with the ethical
principles applicable to research involving human partici-
pants, fully adhering to the principles of the World Medical
Association (WMA) Declaration of Helsinki, revised in 2013,
as well as Brazilian regulatory guidelines governing human
research. The protocol complied with the provisions of the
Brazilian National Health Council (Conselho Nacional de
Satde, CNS, in Portuguese) Resolutions No. 466/2012 and
No.510/2016, in addition to complementary guidance estab-
lished by Brazilian National Research Ethics Commission
(Comissdo Nacional de Etica em Pesquisa, CONEP, in Portu-
guese) Circular Letter No. 166/2018.

The authors used OpenAl's ChatGPT (GPT-5.5 version)
exclusively for language editing, grammatical correction,
and improvement of clarity, coherence, and readability dur-
ing manuscript preparation. No artificial intelligence tool
was used for data analysis, interpretation of results, scientific
decision-making, or generation of original scholarly content.
All final content was critically reviewed and approved by the
authors, who assume full responsibility for the manuscript.

Search Strategy

A structured literature search was conducted in the
PubMed/MEDLINE, Embase, Scopus, and Google Scholar
databases. The search strategy combined terms related to
rapid guidelines and rapid reviews, including:

“rapid guidelines”, “rapid review”, “rapid systematic
review”, “guideline development”, “evidence synthesis”,
“methodology”, and “emergency guideline development”.

Search terms were combined using Boolean operators
(AND/OR). Descriptor selection was based on the translation
of the core concepts into broad search terms, as recom-
mended for narrative reviews, to maximize retrieval of
relevant publications while avoiding excessive restrictions
on the search strategy. In addition, a manual search of the
reference lists of included articles was performed to identify
additional relevant studies.

Inclusion and Exclusion Criteria

The following were included: methodological articles on
rapid guidelines; methodological articles on rapid reviews;
documents from international organizations, such as World
Health Organization (WHO) and Cochrane Collaboration;
relevant narrative or systematic reviews; and studies
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published in English, Portuguese, or Spanish, with no date
restrictions.

The following were excluded: articles unrelated to meth-
odology; opinion papers lacking methodological descrip-
tions; duplicate studies; and retracted publications.

The explicit definition of these criteria was adopted to
reduce selection bias and maintain the focus of the review, as
recommended for structured narrative reviews.

Study Selection

Titles and abstracts identified through the search were
initially screened for relevance. Full-text articles considered
potentially eligible were subsequently reviewed. Additional
studies were identified through manual searches of the
reference lists of the included articles.

Data Extraction and Synthesis

The included studies were analyzed with regard to the
following aspects: definitions of rapid guidelines and rapid
systematic reviews; methodological steps; differences from
traditional reviews; methodological acceleration strategies;
limitations and potential sources of bias; and recommenda-
tions for best practices.

Each article was critically appraised considering its main
findings, methodological limitations, appropriateness of
methods, and implications of its conclusions.

Data were synthesized narratively by organizing the
findings into thematic categories and developing a summary
of the main recommendations identified in the literature.
This approach is appropriate for narrative reviews, in which
evidence is integrated and critically interpreted without
formal statistical synthesis.

Review Structure

The review was organized according to recommended princi-
ples for narrative reviews, including an introduction outlining
the rationale and objectives, a description of the search
strategy, a thematic synthesis of the findings, a critical analysis
of limitations, and a discussion of implications for practice and
future research.

Results

Analysis of the included studies identified methodological
recommendations for the development of rapid guidelines,
encompassing the various stages of the process, from plan-
ning and scope definition to the formulation, implementa-
tion, and updating of recommendations. The findings were
synthesized narratively and organized into a structured text
according to the stages of rapid guideline development.
The document presents a methodological framework for
the development of guidelines by the SBCP, based on contem-
porary principles of evidence-based medicine and adapted to
differentlevels of urgency. The proposed approach emphasizes
that clinical guidelines should be systematic, transparent, and
supported by the best available evidence, while balancing
methodological rigor with the need for timely responses to
emerging evidence, new technologies, or public demands.
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Four levels of guideline development are described
according to the time available: ultra-rapid (1-2hours);
urgent (1-2 weeks); rapid (1-3 months); and traditional
(>3 months). In more urgent scenarios, it is recommended
that the scope of clinical questions be narrowed using
frameworks such as PICO (Patient, Intervention, Control,
and Outcomes) or PECO (Population, Exposure, Comparator,
and Outcomes), prioritizing critical outcomes and relying,
whenever possible, on previously published guidelines and
systematic reviews. In the absence of such sources, the
hierarchy of evidence should include randomized controlled
trials, primary studies, and, ultimately, expert opinion.

The document identifies the Grading of Recommenda-
tions Assessment, Development and Evaluation (GRADE)
approach as the primary framework for assessing the cer-
tainty of evidence and formulating recommendations.
GRADE classifies evidence as high, moderate, low, or very
low certainty based on domains such as risk of bias, incon-
sistency, imprecision, indirectness, and publication bias. The
Summary of Findings (SoF) and Evidence to Decision (EtD)
frameworks are also presented as tools for synthesizing
evidence and supporting the translation of evidence into
transparent clinical recommendations.

The proposed methodology emphasizes the critical
appraisal of the literature according to criteria of relevance,
credibility, and currency, as well as the possibility of adopt-
ing, adapting, or developing new recommendations. Tools
such as AGREE II, AMSTAR 2, ROBIS, and ROBUST-RCT are
described for the methodological assessment of guidelines,
systematic reviews, and clinical trials. The document also
addresses key GRADE concepts, including the minimally
important difference (MID), assessment of imprecision, sta-
tistical inconsistency, indirectness, and risk of bias.

In formulating recommendations, consideration is given
to the magnitude of benefits and harms, the certainty of the
evidence, and patients’ values and preferences. Recommen-
dations may be strong or conditional, either in favor of or
against a given intervention, and should use standardized
wording (“we recommend” for strong recommendations and
“we suggest” for conditional recommendations).

Lastly, the document discusses rapid guidelines and the use
of methodological shortcuts based on the GIN-McMaster
Guideline Development Checklist (GDC) extension for rapid
recommendations. Key elements include structured planning,
prioritization of relevant clinical questions, virtual meetings,
rapid evidence synthesis, methodological transparency,
and planning for future updating into more comprehensive
traditional guidelines. The final document is available
as =Annex 1 accompanying this article (online only).

Discussion

This narrative review synthesized methodological recom-
mendations for the development of rapid guidelines,
highlighting that although this format is intended to reduce
the time required to develop recommendations, maintaining
methodological rigor and transparency throughout the
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process remains essential. Rapid guidelines should provide
information comparable to that of traditional guidelines,
including an explicit description of the methods used and
acknowledgment of potential limitations introduced by
abbreviated approaches. Such transparency is critical to
enabling users to appropriately interpret the certainty of
the evidence and the strength of the recommendations.?

Although the WHO suggests that rapid guidelines be
developed within 1 to 3 months, achieving this target
remains challenging. Methodological studies have shown
that the average time required for the development
of rapid guidelines may be substantially longer, reaching
an average of approximately 8.5 months, highlighting the
complexity of the process even when abbreviated strategies
are employed.2

Among the main barriers reported are limitations in
human resources, particularly with respect to working group
composition and methodological coordination, as well as the
need for experts to become familiar with the rapid guideline
development process. Limited availability of evidence and
financial constraints may also hinder the development
and implementation of these guidelines.> The subjectivity
involved in many of the key decisions related to rating the
certainty of evidence and moving from evidence to recom-
mendations within the GRADE framework also represents an
important limitation.®

Another relevant aspect identified in this review is the
importance of using strategies that optimize the develop-
ment process, such as leveraging previously published guide-
lines, applying the ADOLOPMENT approach, prioritizing
existing systematic reviews, and, when necessary, conduct-
ing rapid systematic reviews. The use of structured frame-
works, such as SoF and EtD tables, also contributes to a more
transparent process by facilitating the assessment of evi-
dence certainty and the adaptation of recommendations to
specific contexts. In addition, virtual meetings, preliminary
voting among panel members, and clear definition of the
scope and structured clinical questions are strategies that
may improve efficiency without compromising methodolog-
ical quality.

In plastic surgery, the need for rapid guidelines is partic-
ularly relevant given the frequent emergence of new techni-
ques, devices, and interventions, often accompanied by
limited evidence. In such scenarios, the development of
recommendations based on structured methods becomes
essential to guide clinical practice and to avoid the prema-
ture adoption of interventions that have not been adequately
evaluated through critical appraisal of the available
evidence.

The authors hope that the methodological synthesis
presented herein will serve as a practical guide for the
development of rapid guidelines with appropriate methodo-
logical rigor, particularly within the SBCP. The adoption of
structured and transparent processes may contribute to
the development of reliable, timely, and specialty-specific
recommendations, thereby promoting greater consistency
and quality in clinical decision-making.



Conclusion

Rapid guidelines represent an important tool for supporting
decision-making in situations that require timely responses,
such as the emergence of new evidence or novel interven-
tions, circumstances that are common in plastic surgery.
However, even within shortened timelines, their develop-
ment must maintain methodological rigor, transparency,
and a structured use of evidence to ensure the trustworthi-
ness of recommendations. The synthesis presented in this
study provides a set of practical recommendations for the
development of rapid guidelines, systematically organized
across the different stages of the process. It is hoped that this
material will serve as a guide for the development of
methodologically robust rapid guidelines, particularly with-
in the SBCP, contributing to the production of reliable,
transparent, and clinically applicable recommendations.
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Supplementary Material S1

Methodology for

the Development of Guidelines of the Brazilian
Society of Plastic Surgery: Current Best Practices

Guidelines are systematic recommendations based on the
best available evidence and the transparent judgment of
experts and stakeholders, and are essential for guiding
clinical practice, public health, and healthcare management.
Their traditional development process is time-consuming
and may require more than two years to complete. ' Howev-
er, in the face of relevant new evidence, the emergence of
novel treatment modalities, or the need to respond rapidly to
public concerns, recommendations may need to be devel-
oped within a shortened timeframe, requiring guideline
development groups to balance timeliness with trustworthi-
ness.”* Such situations are common in plastic surgery.
The literature describes four levels of urgency in guideline
development: ultra-rapid (1-2 hours), urgent (1-2 weeks),
rapid (1-3 months), and routine/traditional (>3 months). In
urgent situations, it is essential to narrow the scope and
formulate focused clinical questions, typically using frame-
works such as PICO or PECO, which organize the population,
intervention/exposure, comparator, and outcomes. The more
precisely these elements are defined—particularly the target
population and priority outcomes—the more feasible and
efficient the development of trustworthy recommendations
becomes.* ~Supplementary Figure S1 provides an info-
graphic summarizing the procedures recommended for

each timeframe scenario, while =~Supplementary Figure S2
presents these procedures in the form of a detailed flow-
chart. For urgent guidelines (1-2 weeks), priority should be
given to the use of existing guidelines and systematic
reviews, avoiding the conduct of new reviews whenever
possible. In the absence of these sources, evidence retrieval
should follow a hierarchical approach, prioritizing random-
ized controlled trials, followed by other primary studies and,
ultimately, expert opinion.*

Assessment of Literature Adequacy and the
GRADE Framework

After identifying the relevant literature, its adequacy and
certainty should be assessed using the Grading of Recom-
mendations Assessment, Development and Evaluation
(GRADE) framework, which classifies evidence as high, mod-
erate, low, or very low certainty.”® This framework is widely
used by organizations such as the World Health Organization
(WHO), the Cochrane Collaboration, and the American Soci-
ety of Plastic Surgeons (ASPS).

Recommendations are characterized by both their direc-
tion—either in favor of or against an intervention—and their
strength. Recommendations are considered strong when the

SBCP GUIDELINE METHODOLOGY: DECISION-MAKING WORKFLOW

ACCORDING TO AVAILABLE TIMEFRAME

GUIDANCE FOR SPECIALISTS AND HEALTHCARE LEADERS ON METHODOLOGICAL PROCEDURES FOR
CLINICAL GUIDELINES OF THE BRAZILIAN SOCIETY OF PLASTIC SURGERY
EVALUATION CRITERIA AND GRADE FRAMEWORK

EVALUATION m Relevance  LITERATURE ADEQUACY CRITERIA

CRITERIA AND @ o Evidence is assessed aooordinlgllp
Credibili Relevance (applicability), Credibili

GRADE FRAMEWORK |of i O e ) o Ctopcy
Currency  (how recent the evidence search is).

ULTRA-RAPID: 1-2 HOURS

EMERGENCY FOCUS ON A
SCENARIO NARROW SCOPE
Immediate responses Specific PICO questions

based on indirect
evidence or expert opinion

using existing guidelines or
systematic reviews.

PRIORITY #1: EXISTING|
GUIDELINES AND
SYSTEMATIC REVIEWS

PRIORITY #2: EXISTING
SYSTEMATIC
REVIEWS

|
|
PRIORITY #3:
PRIMARY STUDIES

PROVISIONAL SEARCH
RECOMMENDATION HIERARCHY

Based exclusively on expert . m&i’;ﬁgxﬁ?m&%e'
opinion and indirect evidence; use rapid systematc reviews;

PRIORITY #4:
if still unavailable, rely on randomized ExpERT OPINION
controlled trials (RCTs) or
consensus-based evidence.

recommendations are provisional and
should be reviewed as additional
evidence becomes available

Supplementary Figure S1

P

' CONDITIONAL - We suggest
— Uncertain or weak

HI GRADE FRAMEWORK: LEVELS OF CERTAINTY. DIRECTION AND STRENGTH OF RECOMMENDATIONS
MODERATE Classifies evidence according to STRONG - We recommend

Low risk of bias, imprecision, inconsistency, ~ Benefits outweigh harms

VERY LOW indirectness, and publication bias.

ROUTINE/TRADITIONAL: >3 MONTHS

RAPID: 1-3 MONTHS

ABBREVIATED
VERSIONS

Methodological shortcuts
without compromising essential
elements of validity

Includes all stages from
planning through
implementation and updating.

Q

RAPID COMPREHENSIVE

SYSTEMATIC REVIEWS _L ) RIGOR

Focused searches on critical Full application of the
GRADE framework and GDC

outcomes, using rapid reviews to
support adaptation and direct
recommendations.

ADOLOPMENT

checklist, including comprehensive
reviews and complete
assessment of all outcomes.

A NotebookLM

Infographic for guideline development based on available timeframes. GDC, Guideline Development Checklist;

GRADE, Grading of Recommendations Assessment, Development and Evaluation; SBCP, Brazilian Society of Plastic Surgery.
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1-2 hours

Extremely narrow scope
Simple clinical question

Use of indirect evidence

Expert opinion

l

Provisional recommendation ‘
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Trigger: Need for a guideline /
New evidence / Technique /

Demand / Adverse event

|

Available timeframe?_

1-2 weeks

1-3 months

Structured planning
Define scope and timeline

l

PICO + outcome prioritization

|

Existing guideline/

systematic review
available?
7 &
/ \\\
A N
ves” “No
: '
Adopt / adapt / update Rapid systematic review
| ,“
N /

v

Define PICO: +critical
outcomes

Is there an existing guideline
or systematic review?

Yes No
( ¥
= Rapid non-systematic
search of available
studies + expert opinion

Adopt or adapt

GRADE Assessment + SoF/EtD

v

Panel deliberation +
consensus

-— N

End: Guideline developed

GRADE + Sof + EtD

Preliminary voting + virtual meetings

Drafting of
recommendations

Peer review

l

Implementation + updating plan

Pedroso et al.

>3 months
v
Comprehensive planning
(GIN-McMaster)

Comprehensive panel assembly
Detailed PICO
development
Full systematic review
Comprehensive GRADE

assessment

Sof + EtD

In-depth deliberation

Recommendation
formulation

Extensive peer review

L ]

Implementation +
continuous updating

Supplementary Figure S2 Flowchart for guideline development based on available timeframes. EtD, Evidence to Decision; GRADE, Grading of
Recommendations Assessment, Development and Evaluation; PICO, population, intervention, comparator, outcome; SoF, Summary of Findings.

benefits clearly outweigh the risks and conditional (weak)
when greater uncertainty exists.’

GRADE incorporates Summary of Findings (SoF) tables,
which provide a standardized summary of intervention

effects and the certainty of the evidence, as well as Evidence
to Decision (EtD) frameworks, which support the translation
of evidence into recommendations.® While SoF tables sum-
marize what the studies show, EtD frameworks guide how
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SBCP Guidelines Methodology Pedroso et al.

decisions should be made based on that evidence. These
frameworks can be operationalized through tools such as the
Interactive Evidence to Decision (iEtD) platform (available at
https://ietd.epistemonikos.org/).?

Criteria for Relevance, Credibility, and
Currency

After identifying the relevant literature—guidelines, system-
atic reviews, or, in their absence, primary studies—its ade-
quacy should be assessed according to three criteria:
relevance, credibility, and currency. Relevance refers to the
direct applicability of the evidence to the clinical question;
discrepancies between the evidence and the question in-
crease indirectness. Credibility relates to methodological
quality and may be assessed using instruments such as
AGREE 11'° (guidelines), AMSTAR-2,"" and ROBIS'? (system-
atic reviews). Currency depends on how recent the literature
searches were and whether new evidence has emerged since
publication, which can be assessed through a rapid update.*

This assessment does not need to encompass the entire
body of literature, but only the evidence used to support the
recommendation. Furthermore, it is not a dichotomous
process: different sources may present limitations to
varying degrees. In general, relevance, credibility, and cur-
rency should be prioritized in that order, such that more
relevant evidence may be preferred even when it is less
recent.*

Depending on the availability and adequacy of the litera-
ture, recommendations may be developed using one of four
strategies: adoption of existing guideline recommendations,
adaptation of existing recommendations, development of
new recommendations based on available systematic
reviews, or, in the absence of such evidence, reliance on
expert opinion.4

Adoption or Adaptation of Existing
Recommendations

The literature search may identify an existing guideline that
is considered appropriate for the urgent question, meaning
that it is relevant, credible, and current. In such cases, the
expert panel should determine whether the recommenda-
tion will be adopted as originally presented or adapted to the
new context. In practice, a recommendation is considered
adopted when neither its direction nor its strength is modi-
fied. Conversely, when either of these elements is changed,
the recommendation is considered adapted.*

To decide whether a recommendation should be adopted
or adapted, the panel should assess whether contextual
differences may affect its direction or strength, drawing
particularly on the SoF and EtD tables provided in the original
guideline. Factors such as the importance of outcomes,
potential indirectness of the evidence, and reassessment of
evidence certainty—including considerations related to risk
of bias, imprecision, inconsistency, or the availability of new
evidence—may justify modifications.
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Accordingly, it is essential to critically review the original
guideline’s GRADE assessment in light of the new context,
which requires a basic understanding of the GRADE
framework.*

Classification of Evidence Certainty in
GRADE

The GRADE framework classifies the certainty of evidence
into four levels (high, moderate, low, and very low), consid-
ering the body of evidence for each outcome rather than
individual studies.”-'> Randomized controlled trials begin as
high-certainty evidence, whereas non-randomized studies
begin as low-certainty evidence. Evidence may be down-
graded due to limitations such as risk of bias, imprecision,
inconsistency, indirectness, and publication bias, or
upgraded in specific circumstances, such as a large magni-
tude of effect or the presence of a dose-response gradient.
For both randomized and non-randomized studies, down-
grading is performed according to the severity of the identi-
fied limitations and may occur by one level (e.g., from high to
moderate certainty) or by two levels (e.g., from high to low
certainty).”

Importance of Outcomes and the Minimally
Important Difference (MID)

When moving from evidence to recommendations, the panel
should consider the importance of benefits, harms, and
burdens from the patient perspective. The overall certainty
of evidence is determined by the lowest certainty rating
among the critical outcomes.” In addition to determining
whether an effect exists, it is essential to assess its clinical
relevance.

For this purpose, the concept of the minimally important
difference (MID) is used. The MID represents the smallest
change perceived as important by patients. Accordingly, the
assessment may focus either on the presence of an effect
(relative to the null effect) or on its clinical importance
(whether it exceeds the MID threshold). The certainty of
evidence is then judged considering limitations such as
imprecision, inconsistency, risk of bias, indirectness, and
publication bias.'*

Imprecision

Intervention studies aim to estimate the true effect of a
treatment. In this context, the pooled estimate from a meta-
analysis represents the best point estimate of that effect,
whereas the confidence interval (CI), typically set at 95%,
reflects the range within which the true effect is likely to lie.
Studies with small sample sizes tend to produce more
imprecise estimates,'> which is reflected in wider confidence
intervals, particularly when they encompass both benefit
and no effect.'*

Within the GRADE framework, imprecision is assessed
according to the position of the confidence interval relative


https://ietd.epistemonikos.org/&x0029;

to either the null effect or the minimally important differ-
ence (MID), and may result in downgrading the certainty of
evidence by one or two levels. If the confidence interval
crosses the selected threshold of interest—whether the null
effect or the MID—the evidence should be downgraded for
imprecision, regardless of sample size. When the confidence
interval does not cross the threshold but the observed effect
is very large (e.g., a relative risk reduction greater than 40%),
caution is warranted because such large effects are uncom-
mon. In these situations, if the number of participants is
small, downgrading for imprecision is also recommended.
This assessment is supported by the concept of the Optimal
Information Size (OIS), which represents the ideal number of
participants required in a meta-analysis. If the meta-analysis
reaches the OIS, downgrading for imprecision is generally
not warranted; otherwise, downgrading should be
considered.

Inconsistency

In the GRADE framework, inconsistency refers to differences
in the results of studies evaluating the same intervention. It
is suggested when point estimates of treatment effects differ
substantially, when confidence intervals show little overlap,
or when they point in opposite directions, thereby reducing
the certainty of the evidence.'®

Inconsistency may arise from random variation or from
true heterogeneity among studies, with the I statistic serv-
ing as the primary indicator of such variability. Low I? values
(<30%) rarely indicate important inconsistency, whereas
higher values increase the likelihood that the certainty of
evidence will be downgraded. However, interpretation of the
I? statistic should be undertaken cautiously, particularly
when confidence intervals are very narrow.'>'®

Risk of Bias

Risk of bias is a central domain within the GRADE framework
and should be assessed using appropriate appraisal tools.!”
In randomized controlled trials, instruments such as RO-
BUST-RCT'8 evaluate domains including randomization, al-
location concealment, blinding, and missing outcome data,
classifying studies as having either low or high risk of bias.
The certainty of evidence may be downgraded when impor-
tant limitations are identified in one or more of these
domains, and at the body-of-evidence level when studies
at high risk of bias predominate (>55%) within the available
evidence.

The impact of bias, however, depends on its likely direc-
tion. If a bias would be expected to overestimate an effect
that was not observed, downgrading may not be warranted.
Furthermore, when discrepancies exist between studies at
high and low risk of bias, the analysis may focus on the low-
risk studies without necessarily downgrading the certainty
of evidence.

Non-randomized controlled studies begin as low-certain-
ty evidence and may be further downgraded according to
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assessments performed using instruments such as the New-
castle-Ottawa Scale.'® In the absence of factors warranting
downgrading, their certainty may, under specific circum-
stances, be upgraded—for example, when a large magnitude
of effect is observed (such as doubling a beneficial effect or
halving the risk of an adverse outcome) or when a dose-
response gradient is present—while remaining cautious
regarding the potential influence of residual confounding.
Case series and single-arm studies, by contrast, are generally
considered very low-certainty evidence.

Publication Bias

Publication bias, another domain within the GRADE frame-
work, occurs when studies—particularly those with negative
or unfavorable results—remain unpublished, thereby distort-
ing estimates of treatment effects. Its assessment is indirect
and is often based on the evaluation of funnel plots. Although
asymmetry in a funnel plot may suggest the presence of
publication bias, it is not definitive evidence of its existence.
The risk of publication bias is considered higher when the
available evidence is dominated by small studies, particular-
ly those funded by industry. In such situations, downgrading
the certainty of evidence may be warranted.'’

Indirectness

Indirectness, the final GRADE domain, refers to discrepancies
between the clinical question (population, intervention,
comparator, outcome [PICO]) addressed by the guideline
under development and the available evidence. It occurs
when there are differences in the population, intervention,
comparator, or outcomes. Not every difference requires
downgrading; however, downgrading may be warranted
when such discrepancies are likely to influence the expected
effect.

This may occur, for example, when evidence is extrapo-
lated across populations with substantially different clinical
characteristics or when it is based on outdated technologies.
Indirectness may also arise when the outcomes evaluated do
not directly reflect what is important to patients, such as
when surrogate outcomes are used. Surrogate outcomes are
indirect measures—typically laboratory or intermediate out-
comes—that do not directly represent clinically important
benefits but instead serve as markers of the intervention’s
effects. In such situations, when the available evidence does
not adequately correspond to the target context or to clini-
cally relevant outcomes, the certainty of evidence should be
downgraded.?®

Additional Considerations

When meta-analysis is not feasible because of incompatible
or insufficient data, narrative synthesis may be used. In such
cases, evidence should continue to be assessed by outcome,
and the same GRADE domains should be applied to classify
the certainty of evidence.® The Synthesis Without Meta-
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analysis (SWiM) reporting guideline provides additional
guidance on this process.?’

When both randomized and non-randomized studies are
available, higher-certainty evidence should generally be
prioritized. When the certainty of evidence is similar, find-
ings from both study designs may be presented. In addition
to the GRADE domains, contextual factors may also be
considered when formulating recommendations, including
the perspective of the guideline (individual or population-
based), resource use, equity, acceptability, and feasibility.%?

The decision to adapt recommendations depends on the
existence of meaningful differences between the context of
the original guideline and the current setting. When recom-
mendations are adapted, the rationale for these modifica-
tions should be explicitly described, and the wording of the
recommendations may be adjusted to improve their appli-
cability to the target audience.*

Formulation of Recommendations in GRADE

Within the GRADE framework, recommendations are char-
acterized by both their direction (for or against an interven-
tion) and their strength (strong or conditional), resulting in
four principal categories, in addition to the rare option of
restricting an intervention to research settings. Strong rec-
ommendations are issued when there is a clear balance
between benefits and harms favoring one course of action
and when well-informed patients would be expected to
make similar choices. Conditional recommendations, by
contrast, reflect greater uncertainty or variability in patient

values and preferences and generally require shared deci-
sion-making®> (~Supplementary Figure $3).

The formulation of recommendations is based on three
pillars: the magnitude of benefits, harms, and burdens; the
certainty of the evidence; and patient values and preferen-
ces, often organized using Evidence to Decision (EtD) frame-
works. The magnitude of benefits is interpreted in light of the
minimally important difference (MID), assessing whether
the intervention exceeds this threshold. The MID may be
derived from the literature, determined through patient
interviews, or, in the absence of such information, estab-
lished by consensus among panel members.

The determination of the direction and strength of rec-
ommendations depends initially on the certainty of the
evidence and subsequently on the balance between the
benefits and harms of the intervention.

When evidence is of high or moderate certainty and the
balance of benefits and harms clearly favors an intervention,
a strong recommendation should be issued. Conversely,
when the balance between benefits and harms is less clear,
the recommendation will generally be conditional.

When evidence is of low or very low certainty, recom-
mendations will generally be conditional, regardless of
whether the balance of benefits and harms favors the inter-
vention. However, in exceptional circumstances, a strong
recommendation may still be issued despite low-certainty
evidence, such as when an intervention is associated with
substantial risk or important harm. GRADE also standardizes
recommendation wording: “we recommend” is used for
strong recommendations, whereas “we suggest” is used for

Guideline Development

or Health Technology Assessment

Clinical question

4 )
Values and preferences
ecision-makers

Feasibility

harms
Acceptability

Certainty of ' ‘ .

. ' )

Formulation of recommendations
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Supplementary Figure S3 Framework for formulating recommendations using the Grading of Recommendations Assessment, Development

and Evaluation (GRADE) approach.
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conditional recommendations, avoiding ambiguous expres-
sions such as “consider.” The present text provides a simpli-
fied overview of the GRADE framework; more detailed

information is available in the methodological
literature.”-814.16.17.20,23

Recommendations in Settings with Limited
Evidence or Extreme Urgency

In addition to adopting or adapting recommendations from
existing guidelines, new recommendations may be devel-
oped in urgent situations (1-2 weeks) when new evidence
emerges after the publication of previous guidelines or, in
the absence of such guidelines, on the basis of appropriate
systematic reviews. In these circumstances, recommenda-
tions should follow the GRADE framework, with methodo-
logical simplifications introduced when necessary to meet
time constraints.?*

When neither guidelines nor systematic reviews are
available, recommendations developed in urgent situations
(1-2 weeks) may be based on expert evidence, as there is
insufficient time to conduct rapid systematic reviews. In
such cases, the panel reviews the available literature in a
non-systematic manner within the limited timeframe and
records its judgments using EtD frameworks. These assess-
ments are subsequently consolidated and discussed until
consensus is reached through deliberation or voting.*

In ultra-rapid emergency situations (1-2 hours), it may be
necessary to rely on indirect evidence, with corresponding
downgrading for indirectness. Under these extreme circum-
stances, recommendations may be based exclusively on
expert opinion, without systematic reviews or the participa-
tion of methodologists. Such recommendations should be
explicitly considered provisional and subject to revision as
additional time becomes available for panel deliberation or
as new evidence emerge525'27 (=Supplementary Figure S2).

Rapid Guidelines and the Use of
Methodological Shortcuts

When neither ultra-rapid emergency situations (1-2 hours)
nor urgent situations (1-2 weeks) apply, rapid guidelines (1-
3 months) may be developed. These guidelines employ
abbreviated versions of the traditional methodological pro-
cess, with the central challenge being the reduction of
procedural steps without compromising validity or credibil-
ity. To achieve this, it is essential to preserve the core
methodological elements, thereby ensuring that recommen-
dations remain trustworthy?? (~Supplementary Figure S2).

For traditional guidelines (>3 months), the Guideline
International Network (GIN)-McMaster Guideline Develop-
ment Checklist (GDC) is one of the principal methodological
references. This comprehensive checklist provides guidance
for all stages of the guideline development process, from
planning to implementation and updating, and has become
an international standard for the development of traditional
guidelines.>?8
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To specifically support the development of rapid guide-
lines, an extension of the GDC was published in 2018,
defining the essential principles that should be maintained
even when abbreviated processes are used.?

The initial principles of rapid guideline development
emphasize structured planning and pragmatism. The avail-
able timeframe should first be defined, along with the
components of the GDC that will be retained. The methodol-
ogy should then be adapted according to resource limitations
without compromising quality. Whenever possible, a target
completion date should be established in advance.??

Early planning is essential and includes the development
of standard operating procedures, preparation of templates,
early identification of reviewers, and organization of panel
meetings. The rationale for developing a rapid guideline
should also be clearly justified, typically based on the emer-
gence of important new evidence regarding safety, effective-
ness, or cost-effectiveness, or on the need for timely guidance.

The need for emergency recommendations prior to the
rapid guideline should likewise be assessed and, when
necessary, incorporated into the planning process. The de-
velopment group should include key members, although its
size may be reduced to facilitate efficiency. When feasible,
additional resources may be allocated to optimize the pro-
cess, including the recruitment of additional personnel and
dedicated full-time staff. Conflict-of-interest management
should be conducted efficiently and may require restrictions
on panel composition. Nevertheless, in certain circumstan-
ces, the participation of experts with highly specialized
knowledge may still be necessary despite potential conflicts
of interest.

Subsequent principles focus on organizational structure
and operational efficiency. The creation of a database of
subject-matter experts facilitates rapid panel assembly and
reviewer selection. When timelines are limited, virtual meet-
ings should be prioritized to accelerate decision-making. The
target audience and topic of the guideline should also be
defined in advance and, whenever possible, communicated
early in the process.

The formulation of PICO questions should reflect available
resources, emphasizing precision and, when necessary, re-
ducing both the number of questions and the overall scope of
the guideline. Appropriate prioritization of questions is
essential and should be clearly documented to ensure
transparency.

The assessment should be restricted to the most impor-
tant (critical) outcomes for decision-making while ensuring
that both benefits and harms are considered. These outcomes
may be defined iteratively by panel members, with their
relevance progressively refined throughout the process.

Patient values and preferences remain central to recom-
mendation development and may be assessed indirectly
through the literature or, when such information is unavail-
able, through the collective experience of the panel, provided
that this approach adequately reflects the patient perspective.

The search and evidence-synthesis strategy should reflect
the resources available, prioritizing the use of existing
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guidelines or systematic reviews, which may be adopted,
adapted, or updated as previously described in urgent sit-
uations. When adaptation is required, specific methodolo-
gies such as ADOLOPMENT?* and ADAPTE may be used.?%30

In the context of rapid guidelines (1-3 months), when
neither guidelines nor systematic reviews are available, rapid
systematic reviews are recommended, and their methodol-
ogy has been well described in the medical literature,'3-31-38

In addition, primary studies and expert contributions may
complement the Summary of Findings (SoF) tables of the
new rapid guideline. Recommendation development may be
accelerated through preliminary voting, with SoF tables
distributed to panel members in advance. Areas of disagree-
ment may subsequently be discussed during virtual meet-
ings with the goal of reaching consensus, supported by tools
such as GRADEDpro (available at https://www.gradepro.org/).

For many clinical questions, published evidence may be
limited or unavailable. In such circumstances, the panel may
decide not to issue recommendations, rely on expert opinion,
or seek to generate primary data. When sufficient time is
available, one possible strategy is to obtain information
through structured online surveys involving experts with
relevant subject-matter expertise, thereby collecting unpub-
lished observations and case series. The resulting recom-
mendations will generally be based on very low-certainty
evidence; nevertheless, such a synthesis, despite its limita-
tions, is often more robust than decisions based exclusively
on expert opinion.3°

The wording of recommendations should be determined
during panel meetings, ideally in parallel with the evaluation
of the evidence, using standardized language that explicitly
communicates the direction of the recommendation first
and its strength second. In general, recommendations should
be formulated in favor of a particular course of action rather
than against a specific approach. However, when an ineffec-
tive or potentially harmful intervention is widely used, a
recommendation against that practice may be appropriate.?>

Transparency is essential throughout the process, partic-
ularly when evidence is limited, and the methods used for
evidence review and appraisal should be clearly docu-
mented. Peer review remains a critical stage of guideline
development and may be expedited through the prior iden-
tification of reviewers and the establishment of predefined
timelines.

Consideration should also be given to the implementation
of the rapid guideline, including the assessment of feasibility
and potential barriers, which should be explicitly described.
Finally, it is advisable to establish in advance a timeline for
the development of a traditional guideline following the
recommendations of the Guideline International Network
(GIN)-McMaster Guideline Development Checklist (GDC),28
thereby ensuring a future update and a more comprehensive
evaluation of the recommendations.??
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