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decisions should be consistent with the results of
clinical research. When performed from scratch, the
full process involves [1]:

E vidence-based medicine (EBM) asserts that clinical

1. translating the clinical question into a generic ques-
tion that can be answered by clinical research;

2. finding the studies that address this generic question;

3. appraising their quality and relevance;

4. critically synthesizing their results to answer the
generic question; and

5. applying the generic answer to the clinical question
with regards to the individual circumstances of
the patient.

The full EBM process is time-consuming and requires
technical skills from clinical epidemiology, information
retrieval, and critical appraisal. EBM, therefore, recognizes
that clinician should generally use evidence-based synthe-
ses to guide their decisions rather than rely on original
studies [2]. Systematic reviews attempt to provide the evi-
dence-based answer to a focused generic question. But
taking care of a patient requires the answer to many
questions about diagnosis, prognosis, treatment, and fol-
low-up. Finding and reading a relevant systematic review
for each of these questions would remain very time-con-
suming. Moreover, clinicians would still have to decide if
the answers provided by systematic reviews apply to their
clinical settings and each of their patients.

Evidence-based guidelines go two steps further than
systematic reviews:

1. they address all questions relevant to a given health
problem or one of its broad aspects (e.g. diagnosis
and prognosis, or treatment and follow-up);

2. they translate the evidence-based answers into rec-
ommendations, which are actionable decision rules.
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The best guidelines rely on systematic reviews to find,
appraise, and synthesize the evidence relevant to their
topic. A diverse panel of contributors then interprets and
translates the evidence into recommendations and specifies
to which patients they should or might be applied, and
how. Beyond evidence, guideline recommendations are
expected to be sensitive to available resources, societal
values, and individual preferences.

Good guidelines are very useful for those who have to
make clinical decisions, although they do not master the
intricacies of available evidence on a clinical topic. This is the
case for junior physicians, still discovering their medical
domain, and for primary care physicians, who can not know
everything about everything. Guidelines are also invaluable
resources for students, whose future depends on how well
they perform at their assessment and are eager to have
indisputable answers to test questions. For these enthusiastic
guideline users, discordant recommendations understand-
ably induce a feeling of helplessness and distrust.

Hundreds of clinical trials have been performed in the
field of hypertension and one would expect that such an
evidence base would leave little room for discordances.
Unfortunately, discordant and even conflicting guidelines
are the rule rather than the exception. A recent overview
suggests that eight widely used guidelines on hypertension
management in the general population, all published in
English after 2010 and publicly available, disagree on 40%
of their recommendations [3]. Adding to the confusion,
conflicting guidelines sometimes arise from the same coun-
try, as for the 2014 Eighth Joint National Committee (JNC8),
the 2017 American College of Cardiology/American Heart
Association (ACC/AHA), and the 2017 American College of
Physicians/American Academy of Family Physicians (ACP/
AAFP) hypertension guidelines in the United States
of America.

These disagreements can have profound consequences.
Applied to the 2011-2014 US population, it has been
estimated that [4]: antihypertensive drugs are indicated
for 36.2% of adults according to the 2017 ACC/AHA guide-
lines, compared with 31.1% for the JNC8 (absolute differ-
ence: 11.5 million people); and 53.4% of adults receiving
antihypertensive drugs are above goal blood pressure (BP)
and require treatment intensification according to the 2017
ACC/AHA guidelines, compared with 24.7% for the JNC8
(absolute difference: 15.7 million hypertensive patients).

Discordances can arise from different guideline commit-
tees taking different evidences into account to support their

1945

www.jhypertension.com

Copyright © 2020 Wolters Kluwer Health, Inc. All rights reserved.


mailto:olivier.steichen@aphp.fr

Steichen

recommendations. This is especially true when there is no
formal process to ensure that the recommendations are
evidence-based. In these cases, one can fear that selected
evidence is used to support the recommendations endorsed
by the guideline committee, rather than all available evi-
dence retrieved and critically appraised to derive the rec-
ommendations. A study examined four trusted
hypertension guidelines issued in English between 2003
and 2006 [5]. The definition of hypertension and the general
organization of the guidelines were highly similar, but there
were major differences in the detailed content and recom-
mendations. The evidence used to support each guideline
was then analysed: 350-550 references were cited per
guideline, totalling 1402 references overall. Only 17
(1.2%) references were common to all four guidelines
and 30 (2.1%) common to three guidelines. The over-
whelming majority of references (1941, 88%) were cited
by a single guideline. These figures suggest that confirma-
tory evidence was selected by each committee to support
consensus-based guidelines rather than the whole body of
available evidence comprehensively reviewed to derive
evidence-based guidelines.

Over the last 20 years, however, guideline development
has moved toward a more rigorous process. The EBM
movement has again been engaged in these advances.
The GRADE framework is a systematic approach to pro-
duce and present evidence-based clinical practice guide-
lines [6]. Its main objective is to provide a transparent and
structured assessment of the strength of each recommen-
dation and the quality of supporting evidence. In parallel,
the AGREE (Appraisal of Guidelines for Research and
Evaluation) Enterprise provides tools to evaluate the devel-
opment process and the reporting of practice guidelines.
The AGREE II tool lists 23 items into six domains [7]. It has
been thoroughly validated and extensively used for the
comparative appraisal of guidelines, including in the field
of hypertension [8—10].

The authors of a study published in this issue identified
eight high-quality hypertension guidelines (AGREE II score
at least 60% for the ‘rigour of development’ and ‘editorial
independence’ domains), written in English and published
from 2016 to 2019 [11]. Then, they looked for conflicting
treatment recommendations and discussed the implications
for local adoption or adaptation. The topics covered by the
guidelines were similar: lifestyle changes; indications of
pharmacotherapy; choice of pharmacotherapy; therapeutic
goals; adherence strategies; consideration of special patient
groups. Recommendations were much more concordant
between these rigorously developed guidelines than
between less selected hypertension guidelines [3]. None-
theless, discordances remained about the BP threshold to
initiate pharmacotherapy and the BP target to reach, espe-
cially in young patients (low short-term cardiovascular risk
but long life expectancy) and elderly patients (high short-
term cardiovascular risk but high risk of side effects and
shorter life expectancy).

The conflicting recommendations were often rated as
strong and evidence-based by their respective writing com-
mittee. How can recommendations conflict if they are
based on a thorough review of available evidence? As
Mancia and Zanchetti [12] pointed out 20 years ago,
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evidence-based practice is not the direct application of
objective evidence but results from the interpretation and
extrapolation of this evidence. The importance of interpre-
tation and extrapolation has been increasingly recognized
by EBM. Guideline committees are expected to engage in a
deliberative process to weight, which research is the most
valid, relevant, and applicable, and the relative importance
of anticipated benefits, risks, and costs [13]. Different com-
mittees may have valid reasons to disagree on these matters
[14]. They can also have less valid reasons to disagree, such
as conflicts of interest, disregard of relevant evidence,
inappropriate weight given to relevant evidence, disregard
of relevant outcomes, inappropriate weight given to rele-
vant outcomes. The authors of the present study convinc-
ingly show that conflicting recommendations from high-
quality hypertension guidelines indeed result from diverse
interpretations, extrapolations and prioritization of a few
key studies. A typical example is the SPRINT trial [15], which
implications for the BP target to reach with antihypertensive
treatment are still debated.

Another point raised by the authors is that all these high-
quality guidelines scored low in the applicability domain of
the AGREE II instrument. This domain covers four points
[7]:

1. Does the guideline discuss facilitators and barriers to
the recommendations? For example, do the potential
users have the knowledge and skills to deliver the
recommended care?

2. Does the guideline provide advice or tools on how
the recommendations can be applied in practice? For
example, are summary documents, checklists, or
algorithms provided?

3. Does the guideline discuss the resource needed to
apply the recommendations? For example, are rec-
ommended drugs and investigations affordable?

4. Does the guideline provide criteria to monitor the
application of recommendations? For example, are
criteria proposed to measure the adherence to rec-
ommendations or their impact on the results of care?

Improving the applicability of high-quality guidelines is
naturally important to facilitate local adoption and adapta-
tion. But identifying conflicts between recommendations
and understanding their cause is also important to this end.
It should be clear when the body of available evidence
allows diverging interpretations and extrapolations. In
these cases, guideline committees should avoid strong
recommendations and leave room for flexibility and clinical
autonomy [16,17]. This freedom must be used to individu-
alize clinical decisions, when deciding whether and how to
apply recommendations to the unique circumstances and
preferences of a given patient. And it should also be used to
adapt the guidelines to specific settings (healthcare facility,
administrative region, country), when deciding if the rec-
ommendations fit the community values and behaviours,
and which resources are available for their implementation.

The applicability domain of the AGREE II tool only
scratches the surface of issues related to the application
of recommendations to diverse patients [18,19] and diverse
clinical settings [20,21]. As EBM acknowledges it, clinical
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