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Abstract

In the GRADE approach, the strength of a recommendation reflects the extent to which we can be confident that the composite desirable
effects of a management strategy outweigh the composite undesirable effects.

This article addresses GRADE’s approach to determining the direction and strength of a recommendation. The GRADE describes the
balance of desirable and undesirable outcomes of interest among alternative management strategies depending on four domains, namely
estimates of effect for desirable and undesirable outcomes of interest, confidence in the estimates of effect, estimates of values and pref-
erences, and resource use. Ultimately, guideline panels must use judgment in integrating these factors to make a strong or weak recommen-
dation for or against an intervention. © 2013 Elsevier Inc. All rights reserved.
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1. Introduction

In prior articles in this series devoted to the GRADE ap-

The GRADE system has been developed by the GRADE Working proach to systematic reviews and practice guidelines, we

Group. The named authors drafted and revised this article. A complete list have dealt with the process before developing recommen-

of contributors to this series can be found on the Journal of Clinical Epi- dations namely framing the question and choosing critical
demiology web site. o . >

* Corresponding author. Tel.: (615) 343-5700. and important outcomes [1], rating the confidence in effect
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use [9], rating the confidence in effect estimates across out-
comes [10], and creating an evidence profile and a Summary
of Findings table [11—13]. The immediately previous arti-
cle described GRADE’s approach to classifying the
strength and direction of recommendations and discussed
the implications of strong and weak recommendations,
and the options for presentation and wording [14]. The
present article presents GRADE’s approach to moving from
evidence to recommendations. As we did in the previous ar-
ticle, we will refer to guideline developers as ‘“‘the panel.”

1.1. Globalizing evidence and localizing decisions

The pithy summary by Eisenberg [15] on the relation-
ship between evidence and recommendations, ‘‘globalize
the evidence, localize the decisions,” provides fundamental
guidance for those working to produce evidence-based rec-
ommendations [15]. Summaries of evidence regarding
alternative management strategies from the medical litera-
ture should ideally be very similar, no matter the site of
the application of the recommendation.

Rating of confidence in estimates of effect (quality of
evidence) may, however, differ for a variety of reasons.
First, desirable and undesirable outcomes may be valued
differently, leading to different thresholds of acceptability.
This could lead to different judgments regarding impreci-
sion, as we have highlighted in the article in this series
dealing with imprecision [5].

Second, differences in values and preferences could lead
to differences in the overall balance of desirable and unde-
sirable outcomes and the rating of confidence in estimates:
an outcome judged as critical by one panel (and thus in-
cluded in the rating of overall confidence in estimates)
may be judged important but not critical by another (and
thus not included in the overall rating).

Finally, ratings of confidence may also differ as a result
of uncertainties in the risk profile of untreated populations
(baseline risk). We may be very confident of baseline risk in
one setting but not at all confident in another. This could
lead to rating down confidence in estimates for indirectness.

Continued rapid uptake of GRADE by organizations that
produce systematic summaries of evidence will greatly facil-
itate the production of transparent evidence summaries. If or-
ganizations work together to produce summaries, there will
be an enormous gain in efficiency [16]—even if, in the end,
judgments about confidence in estimates will differ across
settings, for reasons described in the preceding paragraphs.

We now turn to a systematic presentation of the determi-
nants of direction and strength of recommendations.

2. Determinants of direction and strength of
recommendations

GRADE has identified six determinants of the direction
and strength of recommendations, namely the magnitude of

estimates of effect of the interventions on important out-
comes, confidence in those estimates, estimates of typical
values and preferences, confidence in those estimates, var-
iability of values and preferences, and resource use. In the
presentation here, we will present these six determinants in
four domains. We package magnitude of effect and typical
values and preferences together with the label balance of
desirable and undesirable consequences or ‘‘trade-offs.”
We also include uncertainty regarding typical values, and
variability in values, in a single domain (Table 1).

Alternative groupings may work better, depending on
the circumstances. We believe that the approach we present
here is best for presenting the rationale for the recommen-
dations to the guideline consumer audience. In developing
recommendations, panels may want to keep all six determi-
nants separate or group the three values and preferences de-
terminants together.

Ultimately, guideline panels must integrate these six de-
terminants to make a strong or weak recommendation for or
against an intervention. Table 2 illustrates how the elements
of the GRADE framework for moving from evidence to
recommendations can be applied in making strong and
weak recommendations, and Table 3 provides an example
of the application in the management of chronic obstructive
pulmonary disease.

2.1. Trade-offs between desirable and undesirable
consequences of alternative management strategies

When we consider the balance between desirable and
undesirable outcomes (“‘trade-offs’’), we are considering
two domains. The first is our best estimates of the magni-
tude of desirable effects and the undesirable effects. If
a guideline panel has adhered to the GRADE process, they
will find the best estimates of effect in the evidence profiles
that they have prepared or accessed.

The second element that determines the balance among
desirable and undesirable outcomes is the typical values
that patients—or a population—apply to those outcomes.
This can be otherwise conceptualized as the relative prefer-
ences for those outcomes—and thus the term we generally
use, values and preferences (Box 1).

Ideally, to inform estimates of typical patient values and
preferences, guideline panels will conduct or identify sys-
tematic reviews of relevant studies of patient values and
preferences [18]. Given the paucity of empirical examina-
tions of patients’ values and preferences, however, well-
resourced guideline panels will usually complement such
studies with consultation with individual patients and pa-
tients’ groups. The panel should discuss whose values these
people represent, namely representative patients, a defined
subset of patients, or representatives of the general
population.

For example, the Canadian Collaboration for Immigrant
and Refugees Health (CCIRH) guidelines sought to ad-
vance understanding of immigrant patient perspectives in
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