Using Guidelines: When Is It Appropriate?
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ABSTRACT

Guidelines are concise, usable messages that are intended to influence behaviors.
This article aims to review guideline development methodology to inform guide-
line users, decision makers, and patients regarding key aspects to consider when
both appraising the quality of this important knowledge tool and when judging if
a practice should be adapted or changed based on the recommendations. Given
the potential guideline benefits and harms, it is of primary importance to ensure
a rigorous development process. Moreover, guideline users, decision makers, and
patients should be able to evaluate the following: if the guideline is needed; if
the scope, analytical framework, and key questions are relevant to their clinical
reality; if the recommendations are applicable; and if the process of recommen-
dations development is reliable and valid. Appraising guidelines will allow those
key stakeholders to judge when a recommendation is applicable or not to their

specific circumstances in order to avoid an inappropriate use.

raham et al' developed the knowledge-to-action pro-

cess to represent how knowledge is created, dissemi-

nated, and implemented to improve the quality of care.
Knowledge creation comprises knowledge inquiry (eg, primary
studies), knowledge synthesis, and knowledge tools—such as
guidelines>—which are concise and usable messages that are in-
tended to influence behaviors.

Guidelines are defined as, “systematically developed state-
ments to assist practitioner and patient decisions about appro-
priate healthcare for specific clinical circumstances.”? Guidelines
are developed with the intent to improve the quality of care and
outcomes, reduce inappropriate variation in practice, summarize
evidence, favor an efficient resource use, make clinical decisions
more transparent, identify areas of knowledge for which research
should be prioritized, empower patients, inform public policy,
and support quality control activities.?

This article aims to review guideline development methodol-
ogy to inform users, decision makers, and patients regarding key
aspects to consider both when appraising the quality of this im-
portant knowledge tool and when judging if a practice should be
adapted or changed based on the recommendations. After outlin-
ing the potential benefits and risks of guidelines, aspects related
to appropriate guideline development and use will be detailed.
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Potential Benefits and Harms of Guidelines

Woolf et al' identified the potential benefits of guidelines for
patients, healthcare professionals, medical researchers, and
healthcare systems. For patients, one important benefit is the
promotion of therapies that have the potential for better out-
comes; clear guidelines can also improve consistency of care. For
healthcare professionals, guidelines clarify which interventions
are better supported by the evidence, help to explain the risks
and benefits to the healthcare consumer, and can constitute a
point of reference for quality improvement activities. For medi-
cal researchers, guidelines can emphasize gaps in knowledge. Ad-
ditionally, healthcare systems may also benefit from guidelines
that highlight cost-effective interventions.

In spite of the numerous benefits, if evidence is misleading
or misinterpreted, or if the patients’ needs are not prioritized,
guidelines have the potential to cause harm as well." First, pa-
tients can be negatively impacted if guidelines do not allow cli-
nicians to tailor care to specific circumstances. Guidelines are
also influenced by the opinions and experiences of development
workgroup members, which can have an impact on the priori-
ties being considered. For example, members may be distracted
from focusing on patients’ needs if they prefer to build their
recommendations based on costs. Second, healthcare profession-
als can be affected if the recommendations are wrong, outdat-
ed, or contradict other recommendations, which might result in
the unfair judgment of clinicians. Third, if further research is
inappropriately discouraged, this may negatively impact medical
researchers. Finally, the healthcare system may also be compro-
mised if guideline implementation generates a waste of resources

by recommending unnecessary interventions.

Appropriate Guideline Development

Recognizing the potential for harm stresses the importance of
following a rigorous, transparent, and credible guideline develop-
ment process. In 2000, Graham et al® compared different practice
guideline appraisal instruments and identified 15, containing 8 to
14 questions/statements each. The authors grouped the state-
ments into 10 important attributes to assess the methodological
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rigor for guideline development: validity, reliability/reproducibil-
ity, clinical applicability, clinical flexibility, multidisciplinary pro-
cess, clarity, schedule review, dissemination, implementation, and
evaluation. Each instrument was independently examined. Only
2 were validated: the Cluzeau instrument® received the best eval-
uation, and constituted the basis of the Appraisal of Guidelines
for Research and Evaluation in Europe (AGREE II) instrument,’
and the Shaneyfelt instrument® was the other tool validated.
More tecently, Schinemann et al’ systematically compiled a com-
prehensive checklist of items that guideline development tools
could consider. This checklist included 18 topics to serve as a
resource for guideline developers.

Appropriate Guideline Use

References targeting guideline workgroups provide an exhaustive
list of what must be considered in the development process.””?
However, from the perspective of guideline users, decision mak-
ers, and patients, a thoughtful appraisal of guidelines should be
undertaken in order to apply this knowledge tool in appropriate
circumstances. We propose asking the following questions: 1) Is
there a need for a guideline? 2) Are the scope, analytical frame-
work, and key questions relevant to my clinical reality? 3) Are
the recommendations applicable in my clinical reality? 4) Is the
process of recommendations development reliable and valid?

Is There a Need for a Guideline?

In order to evaluate if there is a need for a guideline, decision
makers and patients should answer the following questions: What
are the importance and burden of the disease? Is there a care
gap based on evidence, and can outcomes be improved? Is there
practice variation or clinical uncertainty?

In 2012, Atkins et al'” conducted a literature review to iden-
tify the criteria for whether a topic should be considered for
guideline development. While they found only a few studies that
directly addressed this issue, they did identify a substantial con-
sensus regarding the general factors that should be considered.
The Institute of Medicine'" outlined 6 criteria: prevalence, illness
burden, potential to improve outcomes (cate gap), management
costs, cost reduction, and practice variation.

To document the prevalence and burden of a given illness,
Atkins et al' recommended the use of national data or review
articles. The authors also suggested ad hoc stakeholders’ con-
sultations to evaluate practitioner interest. To document the
availability of evidence, Atkins et al'’ recommended that existing
reviews be reviewed and that preliminary literature searches be
performed. Nonetheless, the question remains as to whether ob-
servational studies, case series, animal studies, and case reports
are sufficient to develop a clinical practice guideline. Random-
ized controlled trials are not always possible. For example, in the
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EXTRIP (EXtracorporeal TReatments In Poisoning) guideline
methodology,"? the authors mention: “The guidelines are intend-
ed to rely on evidence whenever possible. However, (...) extracor-
poreal therapies have been recognized as the gold-standard treat-
ment of several specific poisonings (...) elements of standard
care in the management of poisonings and clinicians support its
use overwhelmingly. In such instances a randomized trial would
not be feasible or ethical.”

When the evidence is low or very low, the transparency of the
consensus process is of primary importance, and the benefits of
making recommendations (ie, decreased practice variation, facil-
itation of future research, decreased costs) should outweigh the
risk of harm (ie, recommending a harmful intervention).

Are the Scope, Analytical Framework, and Key Questions Relevant to My
Clinical Reality?
After ensuring that there is a need for a guideline, decision mak-
ers and patients should evaluate if the scope, analytical frame-
work, and key questions are relevant to their clinical reality. They
should answer the following questions: Is it the appropriate pop-
ulation of patients and providers? Are all relevant options taken
into account? Are all relevant key questions considered? Are pa-
tient-centered health outcomes considered?

After ensuring that a guideline has been developed to answer
a specific need (eg, to decrease burden of illness, decrease care
gap, decrease practice variation), guideline users, decision mak-
ers, and patients should evaluate the circumstances in which it
applies. The scope of a guideline describes the populations of
patients and providers, the type of services, and the sites for
which the recommendations are intended.” Some authors have
raised concerns that guidelines may not propetly consider the
cate of patients with comorbidities.'*"® Therefore, investigators
from the Improving Guidelines for Multimorbid Patients Study
Group established consensus-based recommendations for each
step of guideline development to address this issue. Guideline
developers should consider how disease—disease, disease—treat-
ment, and treatment—treatment interactions impact clinical man-

agement and outcomes.

Are the Recommendations Applicable ro My Clinical Realiry?
After ensuring that a necessary guideline targets a scope and key
questions relevant to their clinical reality, guideline users, deci-
sion makers and patients should evaluate if the recommenda-
tions are applicable, and answer the following questions: Are the
recommendations based on evidence relevant to my reality? Do
the recommendations take into account the tesoutces I have? Do
the recommendations consider the values and preferences of my
patients and their relatives?

First, guideline users, decision makers, and patients should as-
sess if they agree with the proposed evaluation of quantity and
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quality of evidence. The AGREE collaboration’ suggests that
guideline workgroups use systematic methods to search for evi-
dence related to each key question of the analytical framework,
clearly describe the criteria for selecting the evidence, and pro-
vide a detailed description of the strengths and limitations of the
body of evidence. If a systematic review has already been pub-
lished, the guideline developers should appraise its quality based
on the Assessment of Multiple Systematic Reviews (AMSTAR).'¢
In circumstances where there are no available systematic reviews,
guideline developers should perform a new synthesis of the ev-
idence.

When a new systematic review is required, the American Heart
Association Clinical Practice Guideline Methodology Group'”
recommends incorporating the Grading of Recommendations
Assessment, Development, and Evaluation (GRADE) method-
ology to evaluate the quality of evidence for each outcome across
studies.”® The quality can be evaluated as “high” when there is
confidence that the true effect lies close to that of the estimate
effect (as often occurs for randomized trials), “moderate” when
the true effect is likely to be close to the estimate of the effect
but there is a possibility that it is substantially different, “low”
when the true effect may be substantially different (as is often the
case for observational studies), and “very low” when there is little
confidence in the effect estimate.”

While some committees may consider not including a case se-

ries in their synthesis of evidence, Chambers et al®

emphasized
that it can strengthen the credibility of a review for emerging
interventions. They indicate the importance of case series as a
useful source of evidence concerning safety, and they recognized
the biases inherent in this study design, but reinforced the fact
that non-randomized controlled trial evidence is often required
to ensure clinical credibility of the review. Concerning the inclu-
sion of animal studies in guideline development, Lamontagne et
al®' recognized that animal research may inform clinical practice.
When assessing literature reviews of therapeutic interventions
for sepsis, they found that 27% of articles assumed that data
from preclinical studies could apply to human patients. Some au-
thors may not perceive the benefit of looking for articles with a

122 mentioned: “Neverthe-

weak level of evidence, but Guyatt et a
less, reasons to consider a structured approach to formulating
weak recommendations are: 1) for physicians who would appre-
ciate guidance, providing that guidance; 2) specifying that a rec-
ommendation is weak will reduce the likelihood that it will be in-
appropriately considered as a measure of performance or quality
of care; 3) signaling clinicians that patient values and preferences
are likely to play a large role in these instances; and 4) helping in
the justification for the research community of further research.”

Secondly, guideline users and decision makers may consider

recommendations as not applicable if the required resources (hu-
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man or financial) are not available. Guyatt et al"® recommended
that decisions first be made after considering the quality of evi-
dence, the balance between desirable and undesirable outcomes,
and values and preferences. The guideline development work-
group should then consider whether any revision of direction
or strength is necessary after considering resource use or costs.

Finally, a recommendation may not be applicable if it does
not correspond to patients’ values and preferences. To ensure
that values and preferences are considered, the Institute of Med-
icine'' recommends involving a former patient, patient advocate
or patient organization representative in the guideline develop-
ment process. Their participation may contribute to making the
recommendations more acceptable to the patient population and,
thus, making guideline implementation more likely.”» Howevet,
including public views is often challenging due to a tendency to
make hypothetical judgments that can conflict with the interests
of patients and caregivers. Montori et al** stressed the fact that
a committee development panel should at least avoid making
strong recommendation when the best course of action heavily
depends on the patient’s values and preferences.

In order to facilitate appropriate participation, the steering
committee for patients and public involvement of the Guide-
lines International Network® propose first identifying whether
the goal is to consult patients to consider their values and pref-
erences, and to directly solicit their participation or efficiently
communicate recommendations, so they can provide their input
for decision making. In addition, consideration of the values
and preferences of other stakeholders—such as care deliverers,
healthcare managers, governments, health insurers, employers
or manufacturers—may also be relevant.® This is particularly the
case if they have a direct interest in the guideline, and particu-
larly if their participation may impact the implementation of the

recommendations.

Is the Process of Recommendations Development Reliable and Valid?

A necessary guideline containing applicable recommendations,
and targeting a scope and key questions relevant to the clinical re-
ality of guideline users, decision makers, and patients still should
not be used if the development process is invalid or unreliable.
Guideline credibility largely depends on the composition of the
expert panel and whether they would be affected by potential
conflicts of interest. The Canadian Medical Association? and the
Institute of Medicine'' suggest inclusion in the working group
of a facilitator, representatives from professional groups that
would be significantly affected by the guideline, clinicians, meth-
odological experts, patient representatives, policy makers, and
an administrative assistant. Funders should have no role in the
guideline development, and chairs or co-chairs should not have

any conflicts of interest."
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Table. Formal Consensus Techniques

Y Gtable Care M)

Consensus Method Mailed Private Formal Feedback Face-to-Face Structured Aggregation Method
Questionnaires Decisions of Group Choices Contact Interaction
Elicited
Informal - - + - Implicit
Delphi Method + + - + Explicit
Nominal Group -
- + + +

Technique Explicit
Consensus

Development - - + - Implicit
Conference

Source: Kunz et al (2012)*

Boyd et al* define a conflict of interest as, “when an individ-
ual’s personal interests (eg, direct and indirect financial or intel-
lectual) have the potential to compete with or influence behavior
related to the individual’s professional interests or obligations (ie,
evaluating the evidence and drafting recommendations for clini-
cal practice guidelines).” Unfortunately, guidelines are not always
as transparent as they should be. Choudhry et al*” published the
results of a cross-sectional survey of 192 authors of 44 guide-
lines endorsed by North American and European societies be-
tween 1991 and July 1999. On average, 81% of the guidelines’
authors had some form of interaction with drug manufacturers;
59% had relationships with companies that commercialized one
of the drugs being considered for the guideline. Although only
7% of authors perceived that their interactions influenced the
recommendations, 19% of their coauthors thought it did.

Consequently, Guyatt et al*® proposed an approach to address
conflicts of interest. First, they suggest that equal emphasis be
placed on intellectual and financial conflicts, and explicit crite-
ria should be provided for both. Second, they recommend that
the methodologists in charge of each question or subject should
not be conflicted. Finally, they emphasize that experts with im-
portant financial or intellectual conflicts of interest can collect
and interpret evidence, but not develop a recommendation for a

specific question. Boyd et al*

proposed a matrix for considering
perception related to both commercial sponsorship and conflicts
of interest. When there is both commercial sponsorship and con-
flicted members, the risk is perceived as high and that member
should be excluded from the process. When the same conflicted
member is involved without commercial sponsorship, the risk is
considered to be moderate. They suggest that all processes of
guideline development be documented carefully to ensure that
other committee members will balance the conflicted membet’s
views. When there are no conflicted members but commercial in-
volvement is present, the risk is still moderate, but identification
of alternative funding sources is recommended.

129

Lenzer et al® identified red flags for knowledge users that
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should raise suspicion of bias that could potentially be intro-
duced as a result of commercial sponsorship or conflict of inter-
est: the sponsor(s) is a professional society that receives substan-
tial industry funding; the sponsor is a proprietary company or is
undeclared or hidden; the committee chair(s) have any financial
conflict; multiple panel members have any financial conflict; any
suggestion of committee stacking that would preordain a recom-
mendation regarding a controversial topic; no or limited involve-
ment of an expert in methodology in the evaluation of evidence;
no external review, and no inclusion of nonphysician experts,
patient representative, or community stakeholders.

Nonetheless, even with nonconflicted workgroup members,
the consensus method must be very transparent and rigorous.
The variety of different methods that can be used to formulate
recommendations to integrate the evidence, costs, use of re-
sources, values, and preferences for a given treatment are pre-
sented in the Table.

When building recommendations based on a low level of

evidence, Kunz et al®

favored a formal consensus process that
provides an opportunity for an active and equal involvement for
all participants, notably because this strategy controls articulate
members and reduces the power of strong individuals. A formal
consensus also allows panel members to retract any firmly stated
opinions. The objective of a formal consensus method is to iden-
tify a central tendency among the panel and grade the level of
agreement.”’ A consensus definition should be specified a prioti
and reported.”

Once an agreement is reached, each recommendation should
provide a clear description of the potential benefits and harms;
a summary of relevant available evidence (quantity and quality)
and evidentiary gaps; an explanation of the part played by values,
opinions, theory, and clinical experience; a rating of both the
level of confidence and the strength of the recommendations;
and a description of any difference in opinion regarding the
recommendation." An approach should be suggested to facili-

tate guideline adherence' and the results of the external review

12.15/ 33



process should be made available” so guideline users, decision
makers, and patients can appropriately use the recommendations.

Conclusions

Given the potential guideline benefits and harms, it is of primary
importance to ensure a rigorous development process as detailed
by Schiinemann et al.” Moreover, guideline users, decision mak-
ers, and patients should be aware of how to judge whether a
recommendation is applicable to their specific circumstances in
order to avoid an inappropriate use. They should evaluate if the
guideline is needed, as well as if the scope, the analytical frame-
work, and the key questions are relevant to their clinical reality;
also if the recommendations are applicable, and if the process
of recommendations development is reliable and valid. By em-
powering those key stakeholders on how to use that important
knowledge tool, guideline developers will be able to influence
behaviors for the benefit of the population.
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