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Abstract
Objectives: The Grading of Recommendations Assessment, Development, and Evaluation (GRADE) working group has developed
GRADE evidence profiles (EP) and summary of findings (SoF) tables to present evidence summaries in systematic reviews, clinical guide-
lines, and health technology assessments. Explanatory notes are used to explain choices and judgments in these summaries, for example, on
rating of the quality of evidence.

Study Design and Setting: A systematic survey of the explanations in SoF tables in 132 randomly selected Cochrane Intervention re-
views and in EPs of 10 guidelines. We analyzed the content of 1,291 explanations using a predefined list of criteria.

Results: Most explanations were used to describe or communicate results and to explain downgrading of the quality of evidence, in
particular for risk of bias and imprecision. Addressing the source of baseline risk (observational data or control group risk) was often
missing. For judgments about downgrading the quality of evidence, the percentage of informative explanations ranged between 41%
(imprecision) and 79% (indirectness).

Conclusion: We found that by and large explanations were informative but detected several areas for improvement (e.g., source of
baseline risk and judgments on imprecision). Guidance about explanatory footnotes and comments will be provided in the last article in
this series. � 2016 Elsevier Inc. All rights reserved.
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1. Introduction

For clinicians, guideline developers, or policy makers, a
summary of evidence is an essential element to inform
health care decisions [1,2]. The Grading of Recommenda-
tions Assessment, Development, and Evaluation (GRADE)
approach, used by more than 90 organizations worldwide,
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What is new?

Key findings
� By and large explanations, formerly called foot-

notes, in summary of findings (SoFs) tables and
Grading of Recommendations Assessment, Devel-
opment, and Evaluation (GRADE) evidence pro-
files are informative, but there are several areas
for improvement including addressing source of
baseline risk, incomplete and incorrect judgments
on imprecision, inconsistency and publication bias,
and redundant and overly detailed information.

What this adds to what was known?
� This empirical study adds knowledge on how au-

thors explain the reasons for downgrading and up-
grading according to GRADE and where guidance
is needed to create concise, clear, accurate, and
relevant explanatory footnotes and comments.

What is the implication and what should change
now?
� Guidance is needed on how to formulate explana-

tions about judgments when using GRADE and
developing SoFs tables, in particular for the do-
mains imprecision and inconsistency and the
comment column.

offers a transparent and structured process for developing
and presenting summaries of evidence.

The GRADE working group presents such evidence
summaries as GRADE summary of findings (SoFs) tables
and evidence profiles (EPs) [3]. SoF tables are typically
used to summarize the findings of systematic reviews.
SoF tables provide a SoFs and an overall rating of the qual-
ity of evidence for each of the included outcomes in a quick
and accessible format. SoF tables are an integral part of
Cochrane systematic reviews with more than 1,300 SoF ta-
bles published in Cochrane reviews up to December 2014.
For new Cochrane reviews, Cochrane standards describe
that an assessment of the quality of evidence based on
GRADE domains is mandatory and including a SoF table
highly desirable (http://editorial-unit.cochrane.org/mecir).
GRADE EPs, although very similar to SoF tables, contain
more detailed information about the SoFs for each
outcome, the assessment of each of the GRADE criteria,
and the overall rating of the quality of that evidence. EPs
are typically used to present evidence to guideline panels
when making recommendations or decisions and can also
be used by authors of systematic reviews when preparing
SoF tables.

Where SoF tables can refer to the full text of the review,
EPs sometimes are published or used as a stand-alone table,
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which means that more details are necessary. Creation of
(interactive) SoF tables or EPs is supported through utiliza-
tion of the GRADEpro Guideline Development Tool soft-
ware (www.gradepro.org), which provides structure and
help functions for users.

Key elements of both tables are explanatory notes,
known as ‘‘footnotes’’ and ‘‘comments.’’ As a result of user
testing on SoF tables, we refer to what was originally called
footnotes as ‘‘explanations’’ or ‘‘explanatory notes.’’ Au-
thors use explanations and the comments column to clarify
information, to explain choices and judgments, or to add in-
formation that facilitates interpretation of the results and
rating of the quality of evidence. They can be used to
justify downgrading or to clarify the decision not to down-
grade despite some concern about the evidence. In fact,
such explanations can be as helpful as explanations that
support a decision to downgrade. For guideline panels
and decision makers, that is, users of the tables, explana-
tions, and comments are critical to understanding and inter-
preting the evidence. Despite their importance,
explanations and comments have received little attention.
For example, in the GRADE guidance JCE series, we have
provided detailed guidance on how to rate the quality of ev-
idence, but not how to explain the reasons for downgrading
and upgrading in concise, clear, accurate, and relevant ex-
planations [4,5]. A recent audit of two cohorts of Cochrane
Reviews published in 2013 and 2014 also identified current
challenges in understanding downgrading decisions in
many SoF tables, including unclear specification of the
domain and the number of levels that had been downgraded
(http://editorial-unit.cochrane.org/mecir). Our work with
authors of Cochrane and other reviews and guideline devel-
opers suggested that many explanations lack basic charac-
teristics that would make them informative. We observed,
for example, large variation in the level of detail of the ex-
planations and decisions on downgrading and upgrading
that were not always in line with GRADE guidance [6].
We also realized that explanations and comments not only
create transparency about judgments, but also give detailed
insight into how systematic reviewers communicate the ev-
idence, how they cope with GRADE, and also how they can
draw on information in the text of the systematic review
and present in explanations.

The purpose of this investigation was to document how
authors make use of explanations and comments in
GRADE evidence tables and explain judgments about the
quality of evidence. This article is the second in a series
of three articles that focus on improving GRADE evidence
tables and were partially supported by the Cochrane
Collaboration Methods Innovation Fund. The first article
reported the results of a randomized controlled trial
(RCT) comparing a new format of SoF tables to the stan-
dard format [7]. This article describes the systematic survey
of explanations and comments in SoF tables in Cochrane
reviews and in EPs in guidelines from various organiza-
tions, including the World Health Organization. The next

http://editorial-unit.cochrane.org/mecir
http://www.gradepro.org
http://editorial-unit.cochrane.org/mecir


21M. Langendam et al. / Journal of Clinical Epidemiology 74 (2016) 19e27
and final article will provide examples of both good and
poor explanations and guidance on how to write useful ex-
planations for GRADE evidence tables.
2. Method

2.1. Summary of study design

We conducted a systematic survey of the explanations
(as stated above, previously called footnotes and com-
ments) in SoF tables in randomly selected new and updated
Cochrane intervention reviews and EPs in a selection of
guidelines and analyzed the content of the explanations
and comments using a predefined list of criteria related to
the assessment and presentation of evidence. Although
GRADE has used the terms factors, criteria or domains to
describe issues related to downgrading and upgrading,
GRADE now uses ‘‘domains’’ to describe upgrading and
downgrading considerations with items referring to the spe-
cific issues to consider within the domains to make deci-
sions about increasing or lowing the certainty in the
evidence. Thus, will use domains in this article.

2.2. Sources of explanations and comments in SoF
tables and GRADE EPs

Three sources of SoF tables and EPs were included in
this study.

1. Cochrane reviews with at least one complete SoF ta-
ble published up to Cochrane Library Issue 3, 2012
(502 reviews). If in a SoF table, the outcomes were
not listed by row, or one or more standard SoF col-
umns were missing, or if explanations on downgrad-
ing were not stated for evidence that was not high, the
SoF table was considered incomplete. We extracted
explanations and comments from all SoF tables in a
random sample of 107 Cochrane reviews. We updated
this set with a random sample of 25 Cochrane reviews
published between April and September 2014 (148
reviews). The total number of included reviews and
guidelines was determined by reaching saturation,
that is, sampling more data did not lead to more infor-
mation relating to the research question.

Because upgrading occurs infrequently, we reviewed all
SoF tables in our database up to 2012 to identify relevant
examples. Search terms were ‘‘rating up,’’ ‘‘upgrading,’’
‘‘large effect,’’ ‘‘magnitude effect,’’ ‘‘dose-response,’’
and ‘‘confounding.’’
2. GRADE EPs in a selection of 10 guidelines from a

variety of organizations: the American College of
Chest Physicians [8,9], American Thoracic Society
[10,11], World Allergy Organization [12], and World
Health Organization [13e17]. These guidelines were
chosen because the organizations who produced them
adopted GRADE relatively early and guideline
development was supported by members of the
GRADE working group.

3. GRADE EPs produced for one of the reviews as-
sessed in the GRADE reliability study [18]. This data
source enabled us to investigate variability in writing
explanations as 25 different study participants evalu-
ated the same evidence from a review [19].

2.3. Data extraction

We developed and piloted data extraction forms for the
SoF tables and EPs in Microsoft Excel 2010. The forms
included the following variables: Cochrane Review or
guideline ID (if applicable); number of SoF tables/EPs
per review/guideline, number of explanations, or com-
ments; content of each explanation or comment; column
in the SoF table or EP to which the explanation referred;
and whether the explanation or comment referred to single
study evidence, nonquantitative evidence, or upgrading.

For the GRADE reliability study, we extracted the expla-
nations from the EPs and grouped them by outcome and
GRADE domain to create an overview of all explanations
addressing the same GRADE domain for the same body
of evidence.

2.4. Analysis

2.4.1. Aggregation by theme
We coded the extracted explanations from all SoF tables

in the 132 randomly selected Cochrane reviews and the 17
EPs from the 10 selected guidelines and grouped them by
predefined theme. One investigator extracted the data, and
a second verified. The themes were based on the different
elements of the SoF table, the GRADE domains to assess
the quality of evidence (e.g., risk of bias, imprecision, indi-
rectness, inconsistency, among others), and communicating
results. The pilot of the data extraction form was used to
test the completeness of the themes and the coding instruc-
tions. We calculated frequencies of the themes.

The themes were as follows:

1. Downgrading and upgrading domains: risk of bias,
indirectness, inconsistency, imprecision, publication
bias, large magnitude of effect, plausible bias, and
dose-response gradient.

2. Justification for no downgrading (specifying minor
concerns about the evidence).

3. Judgment across domains (footnote covers more
than one domain).

4. Baseline risk (information regarding source of base-
line risk or the control group risk, e.g., from obser-
vational studies).

5. Outcome (information regarding outcome definition,
follow-up, and so forth).

6. Effect measure (information regarding the chosen
effect measure, for example, relative risk, hazard
ratio).
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7. Study design (information regarding type of study,
for example, crossover trials or cohort studies).

8. Describing or communicating results (information
regarding interpretation, for example, NNT).

9. Describing subgroup or sensitivity analysis.
10. Other than 1e9.

For the GRADE working group’s reliability study,
selected examples of explanations for common situations,
like many unclear risk of bias items, to illustrate how au-
thors address these issues.

2.4.2. Informative explanations and comments
To explore usefulness, each explanation and comment

was rated as being informative or not informative by two
raters (M.L., P.H., R.B-.P., M.V., and N.S.). The judgment
was made by one investigator and carefully checked by a
second. Explanations and comments that were not informa-
tive were those that were unclear or did not explain a judg-
ment; we specified the criteria for each domain (see
Appendix A at www.jclinepi.com and Section 3). We also
identified explanations that had too much detail, that is,
those with unnecessary details. We performed a reliability
study on a random sample of 50 explanations. Two raters
(M.L. and H.J.S.) rated footnotes as informative or not
informative. The agreement was 74% and the chance cor-
rected agreement (weighted kappa) 0.47 indicating moder-
ate agreement. After very brief discussion to resolve
disagreement, agreement increased to 94% and only 3 of
50 evaluations would have required further discussion or
review by a third person.

To investigate if the explanations followed current pub-
lished guidance on downgrading and upgrading, the text of
the explanation was checked for misconceptions and errors.
We did not go back to the text, analyses, and tables of the
review.

2.4.3. Roles of explanations and comments
On review of the results, we used group meetings and

group consensus to agree on key roles of explanations
based on the intended messages and our prior knowledge
about explanations.
3. Results

3.1. SoF tables from Cochrane reviews

Most (86%) of the 502 Cochrane reviews from 2012
included complete SoF tables, and in 2014, this percentage
increased (92% of 148 reviews). Table 1 lists the reasons
for incompleteness. We randomly selected 132 reviews
(241 SoF tables) and extracted 1,027 explanations (771
footnotes and 256 comments). The median number of ex-
planations per SoF table was 4 (range 1e21). Of the 241
SoF tables, 77 included comments. Median number was 2
comments (range 1e11).
All presented results are not specified in explanations and
comments (unless stated otherwise). To increase readability,
wewill use the term ‘‘explanations’’ to indicate this.We iden-
tified three main roles for the explanations based on the anal-
ysis of their content: (1) to provide additional information or
sources of the information; (2) to provide judgments about
the quality of the evidence using the GRADE domains and
items; and (3) to communicate and interpret the findings.

Table 2 presents the distribution of the explanations by
theme and by role, see Appendix B at www.jclinepi.com
for the distribution in explanations and comments sepa-
rately. Most explanations were used to describe or commu-
nicate results (29% of all extracted explanations) and to
explain downgrading (59%), in particular for risk of bias
and imprecision.

Overall, across all roles and GRADE domains and de-
pending on the criteria, the percentage of explanations that
was informative ranged from 15% (justification for no
downgrading when indicated) to 98% (baseline risk). For
role 2, providing judgments for the quality of evidence,
the percentage of explanations that were informative
ranged from 41% (imprecision) to 79% (indirectness).

3.1.1. Role 1: additional information or sources of in-
formation: baseline risk, choice of outcome, effect mea-
sure, and study design

Of all extracted explanations, 12% were used to give
additional information or describe sources of information.

Authors are asked to document the source for the assumed
baseline risk, for example, the control group risk of trials in
the systematic review or observational studies including
representative populations [20]. Only 25% of the reviews
(41 of 1,027 explanations; 32 of 130 reviews) provided this
information. Informative explanations described the source,
for example, the risk in the placebo groups, mean change
from baseline in control group or prognostic model, if appli-
cable for low and high risk groups.

Explanations for choice of outcome, effect measure, and
study design were used infrequently (Table 2). Explana-
tions that were not informative included information that
was obvious from the table, for example, zero studies
measured the outcome.

3.1.2. Role 2: judgments for the quality of evidence us-
ing the GRADE domains

Out of the sample of 1,027 explanations, 59% addressed
downgrading or upgrading a body of evidence.

3.1.2.1. Risk of bias. Review authors must make an overall
judgment about risk of bias across studies that contribute
data to an outcome [21]. About one-third of the explana-
tions on rating the quality of the evidence referred to risk
of bias. An informative explanation says whether the risk
of bias criterion was likely to influence the results by indi-
cating if the criterion (e.g., lack of allocation concealment)
was present or not in the studies or influenced the results

http://www.jclinepi.com
http://www.jclinepi.com


Table 1. Reviews with complete and incomplete summary of findings
(SoFs) tables

Summary of findings

Reviews (n, %)

2012a 2014b

Complete SoF tables 431 (85.9) 136 (91.9)
Quality of evidence assessed but
justification for downgrading
missing

22 (4.3) 6 (4.1)

Other columns missing 13 (2.6) 3 (2.0)
Not a SoF table 36 (7.2) 3 (2.0)
Total 502 148

a Issue 3, 2012.
b Cochrane reviews published between April and

September 2014.

23M. Langendam et al. / Journal of Clinical Epidemiology 74 (2016) 19e27
(e.g., a large study having that problem and the results be-
ing different).

According to these criteria, 53% of the explanations ad-
dressing risk of bias (and based on evidence from more
than one study) was informative (e.g., ‘‘we downgraded
because lack of blinding of patients and providers in 4 of
5 studies; it was unclear whether allocation was concealed
Table 2. Explanations and comments: aggregation by theme (based on
132 reviews)a

Theme
Frequency

total [ 1,027
% Informative
per theme

Role 1: To provide additional information or sources of the
information

Baseline risk 41 98
Effect measure 8 50
Outcome 21 81
Study design 22 77

Role 2: To provide judgments for the quality of evidence using the
GRADE domains
Downgrading/upgrading 611

Risk of bias 205
Based on single study evidence 71 92
Based on more than 1 study 134 53

Imprecision 148 41
Inconsistency 83 48
Indirectness 53 79
Publication bias 19 74
Magnitude of effectb 6 100
Opposing plausible biasb 0
Dose-responseb 0

More than one GRADE domain 78
GRADE domain unclear 19
Justification for no downgrading 68c 16

Role 3: To communicate and interpret findings
Communicating/interpreting

results, subgroup/sensitivity
analysis

294 82

Other 30

Abbreviation: GRADE, Grading of Recommendations Assessment,
Development, and Evaluation.

a An explanation can refer to more than one outcome.
b Based on random sample of 132 reviews, analysis of upgrading

was based on total of 502 reviews.
c Different GRADE domains.
in 2 studies; and only one study clearly used intention to
treat analysis’’).

In most explanations, authors provided information
about either the number of studies with high risk of bias
and/or the specific risk of bias item for which there was
concern. In contrast, some authors did not provide any de-
tails and simply stated that there was ‘‘high risk of bias in
the trial(s) included.’’ However, none of the explanations on
risk of bias could be labeled as misconception or error.

Overly detailed explanations, providing information that is
better placed in the text of the review, provided references to
the individual studies or explained in detail that there were
no limitations. Some explanations included industry funding
as a risk of bias. Industry funding is not currently considered
a direct source of bias but may be a surrogate for other reasons
to downgrade according to GRADE (e.g., reporting bias,
directness, or publication bias).

3.1.2.2. Imprecision. Detailed GRADE guidance [22] sug-
gests that authors of systematic reviews should consider down-
grading for imprecision if the 95% confidence interval (CI)
crosses important thresholds, the sample size or number of
events is small or the optimal information size (OIS) is notmet.

Downgrading (or justification for no downgrading) for
imprecision was explained by referring to the width of
the CI (65% of the imprecision explanations), sparse data
(24%), or the OIS (10%). Regarding the width of the CI,
most authors referred to clinical relevance thresholds
implicitly (e.g., ‘‘95% CIs include both negligible effect
and appreciable benefit’’) and rarely explicitly [e.g.,
‘‘serious imprecision. The 95% CI of the pooled estimate
includes appreciable benefit (!0.75) and nonappreciable
benefit (�0.75 and �1.00) with (drug name)’’]. Noninfor-
mative explanations were too superficial and did not define
clinically important thresholds, the OIS, or provide more
information about the number of events, for example,
‘‘wide confidence interval,’’ ‘‘small study,’’ and ‘‘very
few events.’’

We identified several misconceptions (12 reviews): judg-
ment based on statistical significance only (instead of tak-
ing into account whether the CI crosses the null effect
and appreciable benefit or harm), uninformed downgrading
for imprecision with large sample size and limited number
of events (downgrading for imprecision not needed when
sample size is very large, e.g. more than 2000), downgrad-
ing only if CI includes a relative effect of 0.75 and 1.25
(instead of 0.75 or 1.25 and null effect, i.e., one of the
thresholds), and downgrading based on the CIs of the indi-
vidual studies (should be the pooled effect).

3.1.2.3. Inconsistency. GRADE suggests considering rating
down if large inconsistency (heterogeneity) in study results
remains after exploration of a priori hypotheses. Inconsis-
tency can be explored by evaluating four items [23].

Only one explanation took these four items into
account (‘‘serious inconsistency: chi-square for
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heterogeneity 5 0.04, I2 5 63%. Risk ratios ranged from
0.58 to 1.03. The CIs for the trials showing most extreme
effects overlapped to only a small extent. Too few trials
to explore this heterogeneity’’) and two explanations
considered three of the four items.

Half of the explanations were based on statistical items
only, mostly by reporting I2 [e.g., ‘‘high unexplained het-
erogeneity (75% O I2 O50%)’’ or ‘‘homogeneous data
(I2 5 0%)’’]. Other explanations were based on similarity
of point estimates only [e.g., ‘‘direction of one study
favored (intervention), whereas rest favored placebo’’] or
point estimates and statistical items [e.g., ‘‘heterogeneity
between studies was considered substantial, but all individ-
ual estimate effects from primary studies had the same di-
rection which favored the early (intervention) group’’]. The
extent of overlap of CIs was mentioned only twice (e.g.,
‘‘unexplained heterogeneity of I2 5 86%; two studies sug-
gested benefit; however, the CIs do not overlap’’).

Explanations were considered informative if the level of
heterogeneity was reported. Noninformative explanations
were mainly too open (e.g., ‘‘unexplained heterogeneity
of results,’’ ‘‘significant heterogeneity between the trials,’’
or ‘‘clinical and methodological heterogeneity’’).

We found three misunderstandings. One misunder-
standing was that inconsistency could not be evaluated
because the number of studies was too low or because there
was only one study (results of two studies can be inconsis-
tent; a body of evidence based on a single study cannot be
inconsistent). The second misunderstanding was that incon-
sistency is related to statistically significance of the results
of the individual studies (e.g., ‘‘no serious inconsistency:
neither trial found a statistically significant difference in
time to hospital discharge’’). Statistical significance of the
effect estimate is not an item in the assessment of inconsis-
tency; however, the authors meant to point at wide and
therefore overlapping CIs. The third misunderstanding
was judgment of inconsistency for explained instead of un-
explained heterogeneity (e.g., ‘‘clinical and methodological
heterogeneity,’’ ‘‘inconsistent results (I2 5 61%) which can
be explained partly by medication subgroups’’). For many
explanations, it was not clear whether they were used to
describe the level of heterogeneity or the reason for down-
grading (or no downgrading).

3.1.2.4. Indirectness. Quality of evidence may decrease
when substantial differences exist between the population,
the intervention, the comparators or the outcomes measured
in relevant research studies and those under consideration
in a guideline or systematic review. Other reasons for
downgrading for indirectness arise in case head-to-head
comparisons are unavailable or when there is uncertainty
about estimate on background risk [24].

Explanations on indirectness were considered informa-
tive if the Population, Intervention, Comparisons and Out-
comes element(s) that caused the indirectness was clearly
stated. Almost all (79%) the explanations addressing
indirectness were informative, with a varying degree of
detail. Uncertainty about the baseline risk was never used
to indicate indirectness.

3.1.2.5. Publication bias. The absence of publication bias
cannot be demonstrated, and it is almost equally difficult to
know where to place the threshold to rate down for its
likely presence [25].

Reflecting these challenges, only 19 of the 1,027 expla-
nations (15 reviews) referred to publication bias, 10 expla-
nations were used to explain that publication bias was
suspected. Most explanations were brief. Given the chal-
lenges with rating publication bias, we considered explana-
tions in which an evidence-specific reason was provided
informative (e.g., ‘‘less than 10 studies, so creating a funnel
plot was not applicable,’’ ‘‘asymmetric funnel plot,’’ ‘‘some
evidence for publication bias’’). General statements were
considered not informative (‘‘it is difficult to exclude the
risk of publication bias’’).

3.1.2.6. Reasons for upgrading. Three domains can be
used for rating up the certainty of the effects: large magni-
tude of effect, dose-response gradient, and the effect of
opposing plausible confounding or bias. These domains pri-
marily apply to observational studies. Although it is theo-
retically possible to rate up results from RCTs, there no
compelling examples of such an instance [26].

In four SoF tables of 502 reviews from 2012, upgrading
was explicitly stated. In one SoF table, the evidence was
based on one uncontrolled interrupted time series study.
In the three other reviews, the quality of evidence of RCTs
was first downgraded and then upgraded because of a large
magnitude of effect. In two SoF tables, however, the upper
bound of the 95% CI was higher than 0.50 and the risk of
bias could have caused the large effects. The third review
was updated in May 2012, and upgrading was replaced
by not downgrading for another domain.

In nine SoF tables, explanations were formulated refer-
ring to magnitude of effect without specifically mentioning
upgrading. It was often not clear whether the authors were
just describing their results or if they upgraded the quality
of the evidence. In three SoF tables, we found explanations
indicating dose-response gradients. We did not find any
explanation referring to opposing plausible confounding
or bias.

3.1.2.7. Justification for no downgrading. Explanations
can be used to clarify why authors do not downgrade
despite some concern about the evidence. Of the explana-
tions that could be clearly labeled as justification of no
downgrading, most were used to report that there was no
concern, which we consider not informative (e.g., ‘‘the
two studies in this analysis had low risk of bias’’).

3.1.2.8. Single RCT evidence. Evidence from single
studies was common. GRADE suggests especially careful
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scrutiny of all relevant issues (risk of bias, precision, direct-
ness, and publication bias) when only a single RCT ad-
dresses a particular question [21]. Possibly redundant
explanations were referring to inconsistency (e.g., ‘‘no
inconsistency: only one trial’’) or ‘‘single trial only’’ as sole
explanation.

3.1.2.9. Narrative analyses (no pooling). Of the random
sample of 132 reviews, 11 reviews (8%) had narrative ana-
lyses (see first sentence). Out of a total of 567 reviews from
2012 to 2014, 28 reviews had SoF tables with missing ex-
planations (Table 1). Of these 28 reviews, 6 reviews (21%)
included narrative analyses. Explanations referring to out-
comes for which results could not be pooled were rare
(46 explanations in 11 reviews). Effects were either not re-
ported, described in the comments column (e.g., ‘‘2 RCTs:
one showed small benefits in provider knowledge (family
planning) with supervision, whereas one study (prescribing
knowledge) was inconclusive’’), or presented in an adapted
layout of the SoF table.

3.1.3. Role 3: to communicate and interpret findings
About one-quarter of the explanations were used to

communicate and interpret findings or to describe subgroup
or sensitivity analyses, mostly as comments (Table 2).
Comments were used to enhance interpretation of the re-
sults, for example, providing alternative effect measures
(e.g., number needed to treat, standardized mean differ-
ence), subgroup or sensitivity analyses (e.g., ‘‘the design
of some of the studies put the results at some risk of bias.
A sensitivity analysis which removed studies at a high risk
of selection bias gave a result that was much closer to
unity’’), describing the effect [e.g., ‘‘(drug name) increases
the chance of cessation of vomiting’’], additional informa-
tion on the outcome (e.g., ‘‘diarrhea was reported as a side
effect in all the studies’’), and explanations of a not esti-
mable effect (e.g., ‘‘no events,’’ ‘‘not measured in included
studies’’). Statements about the statistical significance level
(e.g., ‘‘not statistically significant’’), information that could
be derived from other columns in the SoF table (e.g., ‘‘esti-
mated effect based on only two studies’’), or details on the
analysis (e.g., I2 65%, 122 total events) were considered not
informative.
Table 3. Comparison of distribution of explanations by theme

Theme

EPs g

n

Baseline risk 3
Effect measure, outcome, study design 20
Downgrading/upgrading 160
Communicating results/subgroup/
sensitivity analysis

66

Other 15
Total 264

Abbreviations: EP, evidence profile; SoF, summary of finding.
Examples of explanations from the GRADE reliability
study, when many items of the risk of bias assessment are
unclear, and different approaches of imprecision and incon-
sistency are shown in Appendix C at www.jclinepi.com.

3.2. EPs in guidelines

We extracted 264 explanatory notes (formerly ‘‘foot-
notes’’) from 17 EPs in 10 guidelines. The mean number
of explanations per EP was 15.5 (standard deviation, 5.9;
range 8e31). Appendix D at www.jclinepi.com presents
an overview of the themes and the assessment of how infor-
mative the explanations were. The proportion of explana-
tions that were informative was in line with the results
from the SoF tables. Nine explanations (three guidelines)
suggested misconception: ‘‘without pooled estimate, it
was not possible to assess the consistency or precision of
the results’’ and upgrading of downgraded RCTs, impreci-
sion based on individual studies. Table 3 compares the
themes between the guidelines and SoF tables.
4. Discussion

We conducted a systematic survey of the use of explana-
tions in GRADE evidence tables, a widely used approach to
summarize findings from systematic reviews or health tech-
nology assessments that inform decision makers such as
guideline panels. We found that explanations were often
informative but detected several areas for improvement.
These areas include addressing source of baseline risk,
incomplete and incorrect judgments on imprecision, incon-
sistency and publication bias, and redundant and overly
detailed information. Providing explanations for narrative
analyses is an important area to monitor and explore.

4.1. Strengths

This survey was based on a large sample of GRADE ev-
idence tables. The sample of SoF tables is representative for
Cochrane reviews; the sample of EPs is likely to represent
an optimistic picture, as the sampling frame was guideline
organizations that are relatively familiar with using
GRADE. Furthermore, this research was performed by a
uidelines
SoF tables Cochrane reviews

(2012 D 2014)

% n %

1.1 41 4.0
7.5 51 5.0

60.6 611 59.4
23.9 294 28.6

5.7 30 2.9
1,027

http://www.jclinepi.com
http://www.jclinepi.com
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large group of experienced authors, and the analysis of the
extracted explanations was systematic and detailed.
4.2. Weaknesses

The unit of analysis was the individual explanation. This
means there could be dependency between explanations
within the same SoF table because they were developed
by one group of review authors. This has no consequences
for the evaluation of the presented examples, as they were
chosen to cover the whole range of what authors intend to
communicate. However, because of the possibility of de-
pendency, the presented frequencies have to be interpreted
with some caution. They underestimate or overestimate the
problem.

The identified misunderstandings with interpreting
GRADE were based on the content of the explanation.
We did not compare the content of the explanation with
the results in the original review, as this was beyond the
scope of this study. Finally, some of the authors of this
article developed several of the selected clinical guidelines.
These authors, however, were not involved in analyzing the
individual explanations.
4.3. Summary of the results

The magnitude of the problem was similar for SoF ta-
bles and EPs, but there was a slight increase in the propor-
tion of complete SoF tables in Cochrane systematic reviews
over time. The results suggest that guidance is primarily
needed for the GRADE domains imprecision and inconsis-
tency and appropriate use of the comment column. For the
GRADE domains risk of bias and indirectness, we found
higher percentages of informative explanations. We specu-
late that this could be due to the existing tools like the Co-
chrane risk of bias tool and the indirectness tool in
GRADEpro, which assist authors in making the judgment
[27]. Taken together with findings from the CEU audit of
Cochrane Reviews (http://editorial-unit.cochrane.org/
mecir), our survey provides some supportive evidence that
the specific issues relating to imprecision likely reflect
wider challenges of interpreting results of relative and abso-
lute measures of effect and overreliance on statistical sig-
nificance more generally.

Although GRADE suggests the initial separate consider-
ation of the eight GRADE domains, with a yes/no decision
regarding rating up or down in each case, the final rating of
overall evidence quality occurs while considering the judg-
ments about the domains in context. For example, if there is
some concern about risk of bias and some concern about
precision, one might decide to downgrade one level for
some concern with both domains. Or when very serious
inconsistency is present, it may lead to an imprecise sum-
mary effect estimate. In these instances, following careful
consideration of the relationship between both concerns,
downgrading by one level rather than two may well consti-
tute a more reasonable approach.

The balancing of domains should be reflected in the
explanation of downgrading together with clarification as
to the number of levels the evidence has been downgraded
by. Our data indicate that explanations were mostly used to
address the domain risk of bias. It seems likely that situa-
tions as described in the examples above will occur more
frequently; review authors will need more guidance on
how to arrive at a final rating of the quality of evidence
and how to explain that. The results suggest that miscon-
ceptions and errors are primarily related to imprecision
and inconsistency, domains that will benefit from more
guidance while they are considered.

To provide such guidance, the next article in this series
will build on these results and describe best practice for ex-
planations in GRADE evidence tables, a critical pathway to
making evidence assessment more informative.
Supplementary data

Supplementary data related to this article can be found at
http://dx.doi.org/10.1016/j.jclinepi.2015.12.008.
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