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Abstract

Clinical practice guidelines are the most important documents for the
incorporation of scientific evidence in health decision making through
the formulation of recommendations. There is a variable terminology
used to refer to the documents that guide health professionals in deci-
sion making. When clinical practice guidelines are of high quality, they
appraise contextual aspects such as the use of resources, applicability,
and patients’ values and preferences. Even so, they are not recipe
books, since they may have limitations. In this review, we propose to
clarify the different denominations across the vatious types of docu-
ments available to guide the health professional when making clinical
decisions. We discuss the main characteristics of clinical practice guide-
lines, quality assessment, challenges, and limitations.

Main messages

e  Clinical practice guidelines are evidence-based tools developed with a thorough methodology. They should be dif-
ferentiated from other similar documents that do not have these characteristics.

e  Clinical practice guidelines are diverse in their quality, so they must be critically appraised.

e Problems associated with the development of clinical practice guidelines have to do with their multiplicity, their
approach of multimorbidity, patient involvement and conflict of interest management.
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Introduction

There are numerous ways to synthesize available biomedical infot-
mation!, so health professionals make decisions using diverse
sources?. In certain scenarios, documents are continuously prepared
for the standardization of clinical practice, but their denomination
and objectives are sometimes unclear>4, using terms such as “proto-
cols”, “algorithms”, “consensus” and “guides” to refer to the same
type of instrument?, but with a non-standardized methodological de-
velopment. The purpose of this article is to discuss these conceptual
differences and facilitate the understanding around the various types
of documents available to guide health professional in evidence-
based practice; at the same time, the main characteristics of clinical
practice guidelines and some considerations regarding their quality
and limitations are disclosed.

Guidelines, protocols, consensuses, and oth-
ers: What is the role of each?

For the purposes of this review, we will restrict the use of the con-
cept “clinical practice guideline” to the “statements that include rec-
ommendations to optimize patient care based on a systematic review
of evidence and an assessment of the benefits and harms of alterna-
tive care options (sic)”.

Because there are other documents that include the word “guideline”
in their description (“guideline”, “clinical guideline”, “practical
guideline”, “abbreviated guideline”, among others), a clarification is
necessary>?, especially considering that such documents often do not
meet the criteria that define a clinical practice guideline that, as we
will see later, is the most comprehensive document for the formula-
tion of healthcare recommendations. Also, in many cases these doc-
uments do not contain a systematic search of scientific evidence to
support their recommendations’. Feliciano and colleagues* specified
the need for a concept analysis to study the linguistic and formal
attributes of these terms. They reported that the terms “clinical prac-
tice guideline,” “clinical route” and “protocol” ovetlap and consti-
tute a hypernym they called “protocol-based care,” which in turn
would be part of a larger set they called “integrative studies”*. How-
ever, the authors suggest that the emergence of these concepts is

Table 1. Examples of guidance documents for health professionals.

circumstantial and regional in nature, and that what they have in
common is their inclination to achieve evidence-based medicine-re-
lated objectives*. We will review these concepts and their definitions
below.

Some documents named as “protocols” in the biomedical literature
establish a series of procedural steps or consensual rules for the clin-
ical management of certain health situations. Similatly, the term “al-
gorithm” is often used to signal the flow of decision-making in these
protocols and may be included in two other documents such as
“consensus” and “guidelines™. There are other “protocols” or
“norms,” which, in addition to adjusting clinical practice, seek to
adapt current legal regulations to clinical practice (e.g. protocols for
the assistance of victims of sexual abuse), considering that health
professionals may not be familiar with some local standards and/or
procedures’®. On the other hand, “standards” or “strategies” are doc-
uments that synthesize the articulation of health policies in the care
or organizational practice of health systems. Other terms such as
“approaches” or “recommendations” may be included in a “guide-
line” and are more difficult to define independently. Finally, in bio-
medical bibliography, certain “manuals” can be found with thera-
peutic indications that usually point to a compendium of procedures
ot “protocols” for health care, with a detailed description of the pro-
cess involved?.

At the same time, there are documents called “consensus,” which
seek to draft recommendations arising from the agreement between
individuals, usually expert professionals on a given subject, and are
usually endorsed by scientific societies®. In this case, the search for
evidence to support the statements is not necessarily systematic,
while the recommendations ate not necessarily based on an adequate
level of certainty of the evidence. Even so, it would be desirable for
different stakeholders to have patticipated broadly in these consen-
suses, considering the values and preferences of patients and the pet-
spective of the funding agents. Where such discussions are consti-
tuted exclusively by professionals of the respective discipline, signif-
icant financial interest or other types of conflicts of interest could be
found’. It should be noted that consensus can be important when
the input of human thought, both in ethical matters and in axiomatic
definitions, for example, contributes more to the document. Table 1
exemplifies each of the designated documents.

Document Description
“Approach to Mental Health in General Hospitals”$ (Argentina, Provides standards and concepts related to the adequacy of
2018) the health system to the new Mental Health Act
“Pre-hospital care protocols for medical emergencies™ (Ecuador, Defines a series of steps and algorithms for pre-hospital
2011) emergency management

“Evaluation and management of cardiovascular risk in HIV infec-
tion. Consensus of ACIN Experts”10 (Colombia, 2019)
“Spirometry: Manual of Procedures”!! (Chile, 2018)

List of recommendations agreed by a panel of experts with-
out a systematic approach to the use of evidence.
Lists the procedures and reference values for the successful
execution of a spirometry.

HIV: human immunodeficiency vitus
ACIN: Asociacién Colombiana de Infectologia

Development of clinical practice guidelines:
From evidence to recommendation

Once the body of evidence is identified for a given clinical question,
such information should be integrated and adapted to the circum-

MET.

stance that is the subject of consensual health decision-making. Gen-
erally, these scenarios of daily clinical practice are beyond the scope
of literature reviews (systematic and non-systematic), so it is ex-
pected that reviews (systematic or not) do not include recommenda-
tions for practice!?. Conversely, clinical practice guidelines are doc-
uments that usually cover the context-specific information needed
to make explicit and, ideally, transparent recommendations'3.
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There are different methodological frameworks used for the devel-
opment of clinical practice guidelines (Table 2), each with a different
system of gradation of evidence and strength to recommendations,
which can confuse health professionals. Along this line, the Grading
of Recommendations Assessment, Development, and Evaluation
(GRADE) approach to the assessment of evidence and health rec-
ommendations is presented as a unifying, simple and accessible al-
ternative that, through the use of simple language, seeks to promote
access and use of evidence!4!> (Table 2).

The Grading of Recommendations Assessment, Development, and
Evaluation approach uses criteria to categorize the certainty (or qual-
ity) of scientific evidence, namely: The source of bias of primary
studies, their consistency and precision in estimates, aspects related
to external validity (indirectness, or how direct the evidence is in re-

lation to the question from the clinical practice guideline), the possi-
bility of publication bias, the dose-response effect of interventions,
the overall magnitude of the effect and the paradox effect of the
unmeasured confounders in the estimates. In a second instance, the
Grading of Recommendations Assessment, Development, and
Evaluation approach provides the Evidence to Decision Frame-
work!S, which allows to guide the developer panels of clinical prac-
tice guidelines in the contextualization of findings based on patient
values and preferences, the acceptability and feasibility of the evalu-
ated interventions, their applicability, cost-related aspects, implica-
tions for equity, among others. According to the Grading of Recom-
mendations Assessment, Development, and Evaluation approach,
there is not necessarily a direct association between the classification
of evidence and recommendations (e.g. a high quality of evidence
can support a weak recommendation), but other classification sys-
tems recognize a more direct association.

Table 2. Coding of evidence and recommendations according to different methodological approaches.

Source Classification of the evidence Classification of the recommendations
American Heart Association (AHA)!7 Level A Class I
Level B Class 11
Level C Class IIT
United Stated Preventive Services Task High certainty Grade A
Force Moderate certainty Grade B
(USPSTE)!8 Low certainty Grade C

Grade D (against)
Grade I (insufficient evidence)

Grading of Recommendations Assess-
ment, Development and Evaluation
(GRADE)!?

High confidence
Moderate confidence
Low confidence
Very-low confidence

Strong in favor
Weak in favor
Weak against
Strong against

How to rely on clinical practice guidelines?

In the same way that there are guidelines for the design, conduct and
reporting of clinical trials, observational studies and other methodo-
logical approaches to information, regulations have been developed
to evaluate the quality of clinical practice guidelines. The Appraisal
of Guidelines for Research & Evaluation II (AGREE II)? is the

Table 3. Characteristics of the instrument AGREE 1120,

most widely used and recommended instrument for quality evalua-
tion. It consists of six domains and 23 items, which must be graded
from 1 to 7 by two to four evaluators. At its conclusion, a quantita-
tive and qualitative global assessment is required, so as to evaluate
how recommended are the clinical practice guidelines. Table 3 sum-
marizes the main domains that this tool evaluates.

Evaluation domain

Aspect evaluated

Scope and objectives
Stakeholder involvement
Rigor of development

Adequate description of the objectives, health aspects covered, and population and scope.
Proper representation of professional groups and target users, especially considering their values and preferences.
Reproducible and clear methods of search, selection, and assessment of evidence and formulation of recommendations.

It also includes external review and possible guideline updates.

Clarity of presentation

Applicability

Specificity and clarity of recommendations, including key management options and recommendations.
Consideration of barriers and facilitators for the implementation of the guideline, audit mechanisms and practical as-

pects, including the use of resources.

Editorial independence

Role of financing and conflicts of interest in the preparation of the guideline.

AGREE: Appraisal of Guidelines for Research & Evaluation.

The development of clinical practice guideline in low- and medium-
income countries has been slowly and progressively adjusting to the
standards of developed countties, replacing the adaptation of high-
quality foreign clinical practice guidelines, or the development of
other kinds of documents, by the generation of clinical practice
guidelines that include recommendations that respond to the chal-
lenges of each region?!-23. Therefore, the implementation of the Ap-

ME.

praisal of Guidelines for Research & Evaluation 11 has made it pos-
sible to identify the main limitations in the development of clinical
practice guidelines in different regions of the world. In the case of
Latin America and the Caribbean, deficiencies identified in pro-
cessing local clinical practice guidelines are as follows: non-inclusion
of patient values and preferences, non-systematic treatment of evi-
dence, and lack of thoroughness in the construction of recommen-
dations, among others?+32. For example, some evaluations of Chile’s
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clinical practice guidelines conducted in 2009%* and 201428 showed
that, while the overall quality of the documents was acceptable, there
wete deficits in the domains of “participation of those involved,”
“rigor in elaboration,” and “applicability.” Similarly, in clinical prac-
tice guidelines developed in Peru?®, Argentina®?, and Brazil?%3334,
their overall quality was low. On the other hand, some healthcare
systems consider that the local adaptation of high quality foreign
clinical practice guidelines is more feasible, due to the high costs and
resources required for the complex process of synthesis and assess-
ment of evidence. In this way, different groups have proposed rules
and regulations for the adaptation of high-quality clinical practice
guidelines?33.

Limitations and challenges

Although the development of clinical practice guidelines has been
widespread and there are now multiple working groups that success-
fully develop and implement them, some challenges remain.

1. Multiplicity of clinical practice guidelines

A healthcare professional who uses recommendations for the man-
agement of a clinical or health situation usually encounters vatious
sources of information: clinical practice guidelines developed by
government agencies, by local scientific societies, or by recognized
international institutions (e.g. the American Heart Association or the
National Institute for Health and Catre Excellence (NICE), among
others). However, recommendations may differ among clinical prac-
tice guidelines, as well as the professional may doubt which guideline
to use for his or her clinical decision. Generally, the professional can
choose those of more methodological rigor, but these regulations do
not necessatily incorporate information applicable to the local con-
text. This problem will be resolved to the extent to which high qual-
ity clinical practice guidelines are created to adapt to the local envi-
ronment of healthcare professionals and their patients'?.

2. Multimorbidity

Most clinical practice guidelines are oriented to a single condition
(e.g. diabetes mellitus, coronary heart disease, depression). However,
patients often have several conditions at the same time, i.c. multi-
morbidity, a fact that is not usually covered in clinical practice guide-
lines? and could lead to the need to apply recommendations from
different guidelines in parallel. Recent results show that the simulta-
neous application of independent clinical practice guidelines in pa-
tients with multimorbidity may be associated with serious adverse
reactions related to drug-drug or drug-disease interactions?. Because
of this complication, the field of developing clinical practice guide-
lines allow to address multimorbidity when considering the treat-
ment burden3® the identification of interventions with maximum
benefit and their possible interactions, among others3-40,

3. Conflicts of interest

High-quality clinical practice guidelines collect the best available ev-
idence and incorporate additional criteria for formulating recom-
mendations!. However, the latter part is often consensual by a mul-
tidisciplinary “expert panel,” composed of experts who have ex-
celled as opinion leaders in the clinical world and patient represent-
atives. Expert panels risk incorporating members with conflicts of
interest that may vitiate the referral process. For example, half of the
members of clinical practice guidelines panels in Canada and the

MET.

United States have been found to have conflicts of interest*!. Fortu-
nately, the agencies responsible have worked on conflicts of interest
policies to try to mitigate their potential impact*2.

4. Patient involvement

Both the Evidence to Decision Framework of the Grading of Rec-
ommendations Assessment, Development and Evaluation approach
and the Appraisal of Guidelines for Research & Evaluation 11 instru-
ment in its domain “Stakeholder involvement” stress the importance
of gathering information related to the values and preferences of pa-
tients receiving a given clinical practice guideline®. The involvement
of patient values and preferences can be done by incorporating pa-
tient representatives into the expert group, bibliographic review on
patient values and preferences, external review of the patient clinical
practice guideline document, among others. However, the inclusion
of patient values and preferences is still scarce. That is why proposals
have emerged for the systematic incorporation of the patient per-
spective into the formulation of recommendations and to implement
shared decision-making*4> as a technical-communicative approach
to add the perspective of patients when weighing the different ther-
apeutic alternatives.

5. Quality indicators

There are health systems that audit the activity of clinical profession-
als using quality indicators, such as the percentage of people receiv-
ing statins for reducing cardiovascular risk for a certain risk thresh-
old*. These systems formulate “good practice indicators” based on
the most recognized clinical practice guidelines that often do not in-
clude patient values and preferences?’. Therefore, if patient prefer-
ences are not aligned with the recommendation and, consequently,
the indicator (for example, people have variable preferences regard-
ing receiving statins based on the cardiovascular risk threshold*s),
certain “tyrannies”*% could occur, in which both health profession-
als and patients end up “adhering” to indicators based on clinical
practice guidelines rather than their perspectives, even more so if
these indicators involve financial incentives for health profession-
als®!. Some approaches that would mitigate this phenomenon would
be the implementation of shared decision-making and the systematic
incorporation of patient values and preferences into the formulation
of recommendations®.

Cutrrently, many of these limitations persist in the development of
high-quality clinical practice guidelines. However, it is these gaps that
constitute the challenges and opportunities necessary for the devel-
opment of new regulations for evaluating clinical practice guidelines,
leading to the consideration of new quality criteria.

Conclusions

Clinical practice guidelines are the most important documents for
incorporating scientific evidence into healthcare decision-making by
making recommendations. When these guidelines are of high quality,
they evaluate, in addition to the aspects of the intervention, contex-
tual aspects such as the use of resources and the values and prefer-
ences of patients. However, clinical practice guidelines are not recipe
books, as they may have limitations in their availability and applica-
bility in the local context.

It is therefore of great importance that health agencies promote the
development and/ot adaptation of clinical practice guidelines tai-
lored to the practice of the health professional and the local reality
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of patients in terms of their values, preferences, and the presence of
multimorbidity.
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