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ABSTRACT

Guidelines are essential tools in healthcare decision-
making. Trustworthy guidelines inform clinicians not

only on the direction (against or in favour) and strength
(strong or weak/conditional) of recommendations but also
on the certainty of the underlying evidence. Developing
trustworthy guidelines requires panellists with clinical and
methodological expertise who consider patients’ values
and preferences. Adherence to trustworthiness standards
remains variable; clinicians should, therefore, be able to
distinguish trustworthy from untrustworthy guidelines.

In this paper, we offer eight domains of disparities
between trustworthy evidence-based guidelines and less
trustworthy guidelines.

INTRODUCTION

In making decisions, patients and clini-
cians must trade off the benefits against the
downsides of alternative strategies. Formal
guidelines are essential tools in healthcare
decision-making which, when optimally devel-
oped, provide health professionals with trust-
worthy evidence-based recommendations to
guide their practice when confronting such
trade-offs.!

In producing trustworthy guidelines, devel-
opers must consider, in addition to the best
estimates of effect size for both harms and
benefits, their confidence in these estimates
(the certainty or quality of the evidence).”
Trustworthy guidelines should, therefore,
inform clinicians not only on the direction
(against or in favour) and strength (strong or
weak/conditional) of recommendations but
also on the certainty of underlying evidence.*”
To obtain the best estimates of intervention
benefits, harms and burdens and assess the
credibility of the evidence, guidelines require
rigorously conducted systematic reviews.

Once guideline panels have such reviews
available, they must interpret results,
which requires both clinical and method-
ological expertise, and consider patients’
values and preferences.” When panels have
conducted the process optimally, health-
care professionals can confidently consider
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recommendations to help make decisions
in complex clinical circumstances, evaluate
different treatment options and through
shared decision-making facilitate patients’
choice of clinical management.

This usefulness of guidelines presupposes
that they have been rigorously developed
and, thus, meet standards of trustworthiness.
Historically, very few if any guidelines adhered
to these standards; we sometimes refer to this
traditional approach as GOBSAT—good old
boys sitting around a table. Many guidelines
still fail to adhere to trustworthiness stan-
dards, still looking more like GOBSAT.””

It is, therefore, essential that healthcare
professionals—and, for system-level guide-
lines, policymakers—are able to distinguish
guidelines that are trustworthy from those
that are not. The aim of this paper is to
inform clinicians and policymakers on how
to determine guideline trustworthiness. To
do so, we offer eight domains (see table 1) in
which a lack of rigour can compromise guide-
line trustworthiness.

Distinguish between trustworthy evidence-based
and untrustworthy guidelines

Clarity

One of the important conditions for evidence-
based recommendation is clarity and, related
to clarity, specificity and actionability.*® Useful
recommendations are easy to follow, avoid
ambiguous language and provide clear direc-
tion (eg, in favour or against an intervention)
and strength (ie, the level of confidence in
the benefits outweighing potential harms and
burdens). Panels will develop clear recom-
mendations using the patient/intervention/
comparator/outcome (PICO) format, a well-
accepted and effective structure for framing
the question."” When the panel starts with
the PICO question, guideline end-users can
quickly understand the patient population,
intervention and comparators involved in a
recommendation. Clearly presented guide-
lines will not only make explicit the target
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Table 1 Differences between trustworthy evidence-based guidelines from untrustworthy guidelines
Trustworthy guidelines Untrustworthy guidelines
Clarity Clear and actionable recommendation Ambiguous recommendation

Panel composition
components

Conflicts of interest

Outcome selection and prioritisation
important to patients

Summary of evidence

Multidisciplinary panel including all key

Declared and, when appropriate, managed
Using PICO format with outcomes

Recommendations based on systematic

Panel does not include a relevant
perspective (eg, patients)

Conflicts not declared and/or managed

Failure to specify the key PICO elements
and use the board panel concern than
patients-important outcomes.

GOBSAT; poor-quality systematic review

review with the best evidence available

Values and preferences
values and preferences

Strength of recommendation

Presentation and rationale for
recommendations

Transparent consideration of patients’

Matches trade-off of up and downsides,
rating the certainty of the evidence and
variability of values and preferences
Supporting evidence presented as absolute

risks followed by certainty of the evidence
in a user-friendly manner (SoF table)

Ignores patients’ values and preferences

Ignores trade-off of up and downsides,
rating the certainty of the evidence and/or
variability of values and preferences
Supporting evidence presented as relative
risks with no or poorly assessed the
certainty of the evidence not.

GOBSAT, good old boys sitting around a table; PICO, patient/intervention/comparator/outcome; SoF, summary of findings.

patient population but also whether there are subgroups
within the population that may benefit more or less from
the interventions under consideration.* When guidelines
provide clear recommendations, healthcare professionals
can easily understand and interpret them. Clear recom-
mendations, therefore, facilitate increased adherence
and consistent application of evidence-based practices.

Panel composition

The process of developing guidelines often involves
conflicting opinions, and, thus, negotiation among
panel members. The composition of the guideline panel
can, therefore, influence the recommendations, and an
optimal outcome requires incorporating perspectives
from the right mix of stakeholders.

The composition across guideline panels may vary, but
panels typically consist of 10-25 members who, for guide-
lines to be trustworthy, must constitute a multidisciplinary
group drawn from a minimum of four constituencies
(often referred to as stakeholders).!” ' These constitu-
encies include two groups of clinicians: clinical experts,
often research leaders, and clinicians who spend most
of their time involved in patient care. If guidelines are
directed both at primary care and specialist physicians,
the panel should include both generalists and subspecial-
ists."*"* Clinicians involved in the care of patients often
come from allied health professions, including nurses,
physiotherapists, occupational therapists, social workers,
speech and language pathologists and others.

To ensure optimal understanding of the relevant
evidence, trustworthy guidelines also require participa-
tion from one or more methodologists. Such individuals
will ideally have expertise in aspects of guideline develop-
ment beyond interpreting the evidence, including group

process and the ultimate framing of recommendations.
Depending on the scope and topic, other non-clinical
disciplines may include health economists (for guide-
lines that address resource use or costs), public health
experts or other decision-makers (for guidelines that
address public health or systems issues) and ethicists (for
guidelines in which issues such as equity are highly rele-
vant). 101!

The presence of people with lived experience of
the condition under consideration will bring another
perspective to the panel. Such individuals are often
mistakenly seen as representing patient views: it is impos-
sible for a small number of individuals to provide such
representation, and impossible for a guideline develop-
ment group to ensure that the individuals they recruit are
in any way representative of population values and pref-
erences. Patient partners are, thus, recruited not neces-
sarily to have more insight into typical patient values and
preferences than other panel members (they may have
more insight but may often have less) but rather to bring
in patient perspectives that may otherwise be neglected.

Finally, within those constituencies, it is also important
to ensure geographical representativeness. In other
words, the panel should include individuals from the
geographical regions where recommendations are appli-
cable. International guidelines, for instance, will include
panellists not only from European and North American
countries but also from developing countries. Gender
balance is another aspect that should be considered, espe-
cially in topics where the perspectives of some subgroup
populations are essential (eg, PrEP adherence, gynae-
cological cancer, etc). In summary, it is recommended
to consider geographical representation and gender
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balance because expert groups should not only encom-
pass professional diversity but also reflect geographical
and gender equality.

Conflicts of interest

Both financial and non-financial conflict of interest
(COI) may bias clinical practice guideline recommenda-
tions.'"” COI may detrimentally influence multiple steps
of the guideline development process, including scoping
and framing the key questions, selecting choice of
comparisons, interpreting the evidence and developing
and presenting recommendations."”

Ideally, guidelines should exclude panellists with appre-
ciable COI. However, in some circumstances, the panel
may not be able to perform its work without members
who have COIs. Under such circumstances, members
with COlIs should represent only a minority of the guide-
line development panel (GDP) and those with the most
serious COI should recuse themselves from the discus-
sion and voting on recommendations on which they are
conflicted.'’ "' ¥ 14

In trustworthy guidelines, all panel members will
complete and agree to publish the summary of their
disclosed interests in both financial and non-financial
conflicts. Moreover, guidelines must have a plan for
managing conflicts that do exist (such as selective exclu-
sion or labelling of conflicts at the time of discussion).'?!”
Finally, due to the timeframe in which a guideline is often
developed, sometimes as long as 2years, COIs must be
continuously monitored and updated.

Outcome selection and prioritisation

The objective of any recommendation is to improve
patient-important outcomes. Thus, selecting and priori-
tising the outcomes are critical to produce a trustworthy
guideline. The panel must prespecify the important
outcomes in both benefits (desirable outcomes) and
harms and burdens (undesirable outcomes) that they will
consider.'” ' ' The importance of these outcomes may
vary according to the perspective of patients, clinicians or
policymakers.'® When the target audiences for a guide-
line are clinicians and patients, the guideline should
consider the patient-important outcomes, as patients are
the primary group that will benefit—or not—from incor-
poration of guideline recommendations into decision-
making.'® "

In some cases, when patient-important outcome events
are rare or occur over long periods of time, guideline
panels turn to surrogate outcomes as a substitute for
patient-important outcomes.'® 7 Such outcomes include
glucose for macrovascular and microvascular complica-
tions of diabetes, bone density for fractures and cogni-
tive function for behaviour in patients with dementia.
Unfortunately, there are a myriad of examples in which
an intervention has modified a surrogate outcome in
what should be a positive way only to find no improve-
ment—and in quite a few instances, a deterioration—in
the patient-important outcome for which the surrogate

is standing in."”" Thus, the panel should consider surro-
gate outcomes only when data on patientimportant
outcomes are lacking'® and recognise that when they do
rely on surrogates, the quality or certainty of the resulting
evidence will be lower, and sometimes very much lower,
than if studies had measured patient-important outcomes
directly.”’

Summary of evidence

Trading off benefits versus harms and burdens is the
core of a guideline panel’s job. Doing so requires best
evidence summaries of the magnitude of effects on all
important outcomes and an assessment of the certainty
of the evidence. In trustworthy guidelines, this summary
is informed by rigorously conducted systematic reviews,
often with meta-analyses providing single best estimates
of effect.*

Rigorous systematic reviews include explicit eligibility
criteria, a comprehensive search for eligible studies,
assessment of risk of bias of individual studies, with judge-
ment of eligibility and risk bias conducted in duplicate.”!
Rigorous reviews also involve judgements regarding the
certainty or quality of the evidence, from high to very low
certainty. Ideally, that judgement will use the rigorously
developed and widely adopted the grading of recom-
mendations assessment, development, and evaluation
(GRADE) approach in which randomised trials begin as
high-certainty evidence and observational studies as low-
certainty evidence in a four-category system of certainty of
evidence (high, moderate, low and very low).*

Beyond studydesign, GRADE hasidentified five domains
that may lead to rating down the certainty of evidence:
risk of bias, inconsistency, indirectness, imprecision and
publication bias. Reviewers may rate up the certainty of
evidence from observational studies, primarily for large
or very large magnitude of effect. If a panel is fortunate,
rigorous reviews will already be available; if not, they will
have to commission or conduct their own.

Without systematic reviews, the evidence summaries
become untrustworthy, and guidelines regress to the
GOBSAT approach. Systematic reviews following method-
ological standards are, therefore, essential for guideline
trustworthiness.

Values and preferences

A key principle of evidence-based medicine posits that
clinical decision-making must consider patients’ values
and preferences.” Values and preferences are also a key
determinant of the direction and strength of a recom-
mendation—guideline panels make strong recommen-
dations in favour of an intervention when patients place
much higher value on the benefits than the associated
harms and burdens, strong recommendations against an
intervention when the opposite is true.

Trustworthy evidence-based guidelines will make
explicit the values and preferences underlying their
recommendations. Ideally, to inform the values and
preferences of the average patient on the outcomes of
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interest, the panel will seek and find systematic reviews
summarising studies of patient values and preferences.”*
In the absence of formal studies of values and prefer-
ences, clinical experts can consider their experience
in shared decision-making. Other panel members can
consider their experience with colleagues, friends and
other patients. A panel may also conduct a focus group
to generate their own relevant evidence.” Methods are
now available to help guideline panels clarify their views
of patient values and preferences.”

The greater variability among patients in their values
and preferences, and the less confident panels are
regarding typical values and preferences, the greater the
uncertainty regarding the balance between desirable and
undesirable outcomes of an intervention, and the more
likely a panel will issue a weak or conditional rather than
a strong recommendation.** Thus, evidence regarding
benefits and harms, in combination with evidence
regarding patients’ values and preferences, will eventually
inform panellists when formulating a recommendation.

Strength of recommendation

According to the GRADE system, recommendations can
be categorised as strong or weak/conditional recom-
mendations against or in favour of an intervention.** **
Following GRADE guidance, guideline panels will present
their strong recommendations as ‘We recommend (...)’
and conditional recommendations with ‘We suggest
(...)". In deciding on the strength of recommendation,
panels will consider the magnitude of benefits, harms and

burdens, the certainty of evidence and patient values and
preferences.

While a large gradient between benefits versus harms
and burdens warrants a strong recommendation, a
close balance is likely to be associated with a conditional
recommendation. Regarding certainty of evidence, with
some few exceptions, low or very low certainty of evidence
warrants a conditional recommendation: thus, the higher
the certainty of evidence, the more likely is a strong
recommendation. Finally, both large variability and
uncertainty regarding patient values and preferences will
influence the strength of recommendations: the larger
the uncertainty or variability, the more likely a weak or
conditional recommendations on those values and pref-
erences. Additional considerations—addressed in the
next section—may sometimes influence the strength of
recommendations.

Presentation and rationale for recommendations
The way a guideline presents its recommendations is
crucial to obtain optimal transparency. Patients, clini-
cians and other stakeholders require not only a trans-
parent and simple presentation of the evidence but also
an explanation of how this evidence led to the recom-
mendation formulated by the panel. GRADE offers two
tools to achieve this transparency—the summary of find-
ings (SoF) tables and the Evidence to Decision (EtD)
framework.?? ¥

GRADE’s SoF table organises in a succinct manner
the relative effect of interventions, their absolute effect,

Remdesivir vs No remdesivir
Patients with severe covid-19

Study results and

Absolute effect estimates

Certainty of the Evidence

participantsin 5 studies

Outcome ) i Plain language summary
measurements AT T R (Quality of evidence)
i i 130 117
sratio 0.
per 1000 per 1000 L Remdesivir may reduce
Mortal e L Tt i— rortly
ty Bassd o e R E6a . ue to st'erlous |.mprec15|on
T, Difference: 13 fewer per 1000 and inconsistency >
p 4 (C195% 26 fewer — 2 more) Intervention
odd 00.87 116 102
sratio 0.
. per 1000 per 1000 ivi
Mechanical (C195% 0.77 — 0.99) Moderate Remdesnwr.probabl\'/ refduces
o K . . mechanical ventilation
ventilation Based on data from 6620 Due to serious imprecision

Difference: 14 fewer per 1000
(C195% 24 fewer — 1 fewer)

Intervention

9.9

Lower better days (Mean)

Time to symptom

days (Mean)

9.2 Remdesivir probably has

little or no impact on time
Moderate P

Based on data from 2599

to symptom improvement

improvement ol 3 : Due to serious imprecision
P participants in 2 studies Difference: 0.7 fewer (MD) No imp. diff.
(C195% 1.8 fewer — 0.6 more)
Figure 1 Example of GRADE’s SoF table.?® GRADE, grading of recommendations assessment, development, and evaluation;

SoF, summary of findings.
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and the certainty of evidence for every patient-important
outcome previously selected and prioritised. The SoF
table presents the absolute difference between interven-
tion and comparator as number of events per 1000 for
dichotomous outcomes and, for continuous outcomes, as
mean difference.

Figure 1, for example, shows an example of a SoF table
that supported recommendations in the living guideline
on drugs for COVID-19.** On the top of the table, one
can find information about the respective population
(patients with severe COVID-19), intervention (remde-
sivir) and comparator (no remdesivir). The left column
presents the outcomes, followed by relative effects,
number of participants and studies included and absolute
effect estimates. The following column shows the certainty
of evidence rated for each outcome. Finally, the farright
column shows the plain language summary, which is a
short sentence that conveys the direction and magnitude
of effect and the certainty of evidence.” In the footnotes,
authors may provide explanations for rating down the
certainty of evidence.

The GRADE EtD framework allows readers to better
understand what considerations led panellists to their
final recommendation. In the SoF, the panel presents
the magnitude of effect on desirable and undesirable
outcomes and the overall certainty of evidence for each
outcome. Justification of the direction and strength
of recommendations will include succinct statements
regarding underlying values and preferences, and the
associated uncertainty and variability. Panels may also
consider, in making their recommendations, issues of
resource use, feasibility, acceptability and equity. Those
judgements will assist in understanding how the panel
moved from the evidence to a recommendation and,
thus, informed their clinical, public health or policy
recommendations.

While trustworthy guidelines will apply the tools and
presentation aspects, we have summarised untrustworthy
guidelines often fail to follow those strategies.

CONCLUSION

Disparities between trustworthy evidence-based guide-
lines and less trustworthy guidelines frequently lie in
one of the eight domains (table 1). Lack of clarity; a
panel composition lacking diversity; lack of transparency
regarding conflicts of interest; unclear or inappropriate
clinical questions; failure to use a rigorously conducted
summary of the evidence; failure to explicitly consider
patient’s values and preferences; inappropriate judge-
ment of the strength of the recommendations and, finally,
a complex or absent presentation of the judgements that
led the panel to a recommendation—can potentially
jeopardise the development and credibility of a practice
guideline. For example, in the management of patients
with heart failure, all the current clinical practice guide-
lines clearly describe the goals and target audience of the
guidelines. However, most of them failed to describe the

panel composition, use the systematic review and rate the
certainty of the evidence for the synthesis of the recom-
mendations and trade-off between desirable and undesir-
able outcomes of an intervention.™

We advise readers that those eight domains should only
serve as a framework for trustworthiness determination
instead of a fixed tool to rule in or rule out guidelines.
Trustworthiness is a continuum, and each dimension can
be fully or partly met. The greater the extent to which a
guideline meets all eight domains, and does so fully, the
greater the trustworthiness.

Even though for guidelines that do not rely on the
GRADE approach, some of these domains can be slightly
or, maybe, significantly different, the core principle
should be the same—the panel needs to be transparent
when showing how the evidence led to a specific recom-
mendation. Other methods may substitute, for example,
SoF tables and EtD frameworks, but transparency still
needs to be present. It is evident, however, that clinicians
and policymakers will find more challenging and will
spend more time trying to find these details in a guideline
that does not follow the GRADE approach.

Twitter Jodo Pedro Lima @JoaoPLoboLima
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