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Abstract

GRADE requires guideline developers to make an overall rating of confidence in estimates of effect (quality of evidence—high,
moderate, low, or very low) for each important or critical outcome. GRADE suggests, for each outcome, the initial separate consideration
of five domains of reasons for rating down the confidence in effect estimates, thereby allowing systematic review authors and guideline
developers to arrive at an outcome-specific rating of confidence. Although this rating system represents discrete steps on an ordinal scale,
it is helpful to view confidence in estimates as a continuum, and the final rating of confidence may differ from that suggested by separate
consideration of each domain.

An overall rating of confidence in estimates of effect is only relevant in settings when recommendations are being made. In general, it is
based on the critical outcome that provides the lowest confidence. © 2013 Elsevier Inc. All rights reserved.
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The GRADE system has been developed by the GRADE Working 1. Introduction
Group. The named authors drafted and revised this article. A complete list
of contributors to this series can be found on the JCE Web site. In prior studies in this series devoted to exploring
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What is new?

Key points
GRADE requires a rating of confidence in effect es-
timates (quality of evidence) for each outcome.

Rating of confidence of evidence requires a gestalt
that simultaneously considers all eight domains (risk
of bias, precision, consistency, and so forth)

Guideline developers using GRADE will subse-
quently make an overall rating of confidence in effect
estimates across all outcomes based on those out-
comes they consider critical to their recommendation.

Optimal application of GRADE requires making the
reasons for key judgments transparent.

conceptual approach to rating the confidence in a body of
evidence [2]; and presented five reasons for rating down
the confidence in effect estimates (risk of bias [3], impreci-
sion [4], inconsistency [5], indirectness [6], and publication
bias [7]) and three reasons for rating up the confidence in
effect estimates [8] (a large magnitude of effect, a dose-
response gradient, and a situation in which plausible biases,
if present, would serve to increase our confidence in the
effect estimate), as well as dealing with issues specific to
resource use. This 11th article in the series will focus on
(1) summarizing the confidence in effect estimates across
a single outcome for each important or critical outcome
and (2) determining the confidence in effect estimates
across all critical outcomes.

2. Summarizing the confidence in effect estimates for
individual outcomes

GRADE’s approach to rating down (or not) with respect
to each of five criteria and to rating up (or not) with respect
to three others is sometimes straightforward and enhances
the transparency of the system. Most commonly, authors
will be comfortable with the rating of confidence in esti-
mate of effect that results from considering each criterion
separately. Not infrequently, however, if ratings are applied
in a blanket or rote fashion without considering context and
the relation of one criterion to another, the confidence rat-
ing could be problematic. Specifically, ratings of individual
domains could result in an overall rating of confidence in
effect estimates on a particular outcome that does not cor-
respond well to an integrated assessment or the gestalt of
confidence in estimates of effect. In such instances, an ad-
justment in the final rating based on that gestalt is required.

Consider a systematic review of randomized trials of fla-
vonoids for the treatment of hemorrhoids that produced
a pooled estimate of a relative risk of persisting symptoms

(lack of improvement) of 0.42 (95% confidence interval
[CI] 0.28—0.61) [9]. Table 1 presents an evidence profile
summarizing the evidence regarding two outcomes: persist-
ing symptoms and adverse effects of the intervention. The
profile presents the number of studies and patients, consid-
erations related to the five possible reasons for rating down
confidence in effect estimates (summarized in the table
with expansions in the associated footnotes), and the best
estimates and ClIs around relative and absolute effects.

Consider now the possible reasons for rating down con-
fidence in effect estimates. In most studies, the published
articles left uncertainty whether allocation was concealed
(though blinding in most suggests the likelihood of con-
cealment), and all studies used unvalidated measures of
symptoms. Given these limitations, one could reasonably
argue either for or against rating down for risk of bias.

Fig. 1 presents a forest plot depicting the results of the
review. The point estimates from individual studies are
quite variable, and some of the Cls overlap little. The test
for heterogeneity is highly significant and the I* large. All
these observations suggest rating down for inconsistency
among studies. On the other hand, all point estimates sug-
gest benefit, and one might argue that it is inappropriate to
rate down for inconsistency when the only uncertainty ap-
pears to be whether the magnitude of the treatment effect is
moderate or very large. For instance, if undesirable conse-
quences of an intervention are minimal, even a modest
treatment effect may warrant a strong recommendation in
favor of that treatment. If, in such a circumstance, the basis
of doubt is whether the true effect is modest or large, rating
down for inconsistency may well be inappropriate.

All available randomized trials were of small or moder-
ate size (from 40 to 234 patients), and all were industry
funded. This is a situation that raises the possibility of pub-
lication bias. In addition, one could interpret the funnel plot
as suggesting the possibility of publication bias, with three
small, very positive studies and no corresponding studies
with small or negligible effects (Fig. 2). This line of reason-
ing would suggest rating down confidence in the estimate
for publication bias. On the other hand, the number of
studies is insufficient to meet rigorous criteria for creating
a funnel plot [10] and one could argue that the case for
publication bias is speculative in which case one would
not rate down.

Thus, for three of the five domains in which one might
rate down confidence in effect estimates (risk of bias, in-
consistency, and publication bias) one could reasonably
make the case for rating down or for not doing so. The sit-
uation is further complicated by the magnitude of effect:
the relative risk of persisting symptoms (0.41) is slightly
less than 0.5, raising the possibility of rating confidence
up for the magnitude of effect. A generous reviewer, who
in each case is inclined to view the results favorably, would
interpret the body of evidence from these flavonoid studies
as high quality (i.e., would not rate down the quality).
A less generous reviewer, who decides to rate down the
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