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Clinical practice guidelines (CPGs) are usually presented
with a large number of recommendations and a long text.
This format can be intimidating and challenging in terms
of interpretation and application to patients. Although the
GRADE rules are used frequently in critical care CPGs,
these rules may not be familiar to most clinicians.
Understanding the implications of the GRADE rules and
how to interpret the different combinations of symbols,
numbers, and letters is essential.

Often the biggest question facing both guideline
authors and guideline readers is how confident they are
that a recommendation should be followed. Sometimes it
is clear that one course of action is better than the alter-
native (say, giving aspirin in the setting of myocardial

infarction rather than not giving it); sometimes the choice
is less clear (a shorter course of antibiotics for the treat-
ment of ventilator-associated pneumonia compared to a
longer course). The GRADE system asks the authors of
each recommendation to express their confidence that
following a specific recommended course of action (rather
than a potentially plausible alternative) will result in more
benefits than downsides to patients. The level of such
confidence (in ‘GRADE language,’ strength of recom-
mendation) is first expressed in the assertiveness of the
wording. For example, a strong recommendation will say,
‘‘we recommend rapid delivery of antibiotics in patients
with sepsis,’’ here indicating most patients in this situa-
tion should be managed this way. Other examples of
strong wording used in this high confidence situation are
‘clinicians should’ or even more simply ‘do this.’ Alter-
natively, if the authors are less clear on the best course of
action in a specific clinical scenario, they may express
their lower confidence through a weak recommendation
(more of a suggestion). Here, the choice of wording is
different, for example, ‘‘we suggest that sedation strate-
gies using non-ben-zodiazepine sedatives may be
preferred over sedation with benzodiazepines.’’ The
alternative phrase is ‘clinicians might’ (as opposed to
‘clinicians should’). The strength of recommendations has
implications for patients, clinicians and policy makers [1]
(Table 1).

Now, what makes CPG authors more or less confident
in their recommendations? What determines whether
recommendations are strong versus weak?

The first factor is the confidence that the true effects of
the intervention are already known. In other words, how
confident/certain are the authors that the true effect lies
close to that of the available estimate? The GRADE term
for this concept is quality of evidence (QoE). Intuitively,
the more confident authors are about treatment effects, the
more likely they are to issue a strong recommendation—a
good example is the evolution of information regarding
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starches in the resuscitation of septic shock patients over
the last few years [2, 3]. The GRADE approach incor-
porates several key factors into judging QoE [4], labeling
this quality (confidence) from high, or moderate through
to low or even very low (usually, from A to D sequen-
tially). In general, we are more confident in evidence from
randomized controlled trials, which start as high quality,
as opposed to observational studies, which start as low
quality. QoE may then be lowered if the estimates are not
consistent from study to study (remember the activated
protein C story? [5]). Or it may be lowered if the data
from the studies are not directly reflective of our specific
clinical situation (for example, applying evidence from
adult studies to a pediatric patient population). In GRADE
language, the above phenomena are labeled as inconsis-
tency (heterogeneity) and indirectness, respectively.
Indirectness may also apply in terms of the outcome.

GRADE recommendations should be made based on
patient-important factors such as mortality or quality of
life and QoE may be downgraded when the available
literature focuses on only substitute outcomes (e.g., FEV1
or cardiac output). QoE from observational studies can
also be raised under strict rules if there is stronger incli-
nation to believe the data (e.g., a large treatment effect or
major dose response) [6]. In order to make a strong rec-
ommendation, in effect confidently saying most clinicians
should follow this course of action, usually a high (or
moderate) QoE is needed [7].

On the other hand, a high QoE does not always man-
date a strong recommendation—consider a situation in
which the comparative effects of two alternatives are
confidently known, but those effects are small and bal-
anced in terms of risks and benefits to patients (e.g.,
warfarin for low-risk atrial fibrillation). This is an

Table 1 Interpretation of strong and weak recommendations for different stakeholders

Implications Strong recommendation Conditional (weak) recommendation

For patients Most individuals in this situation would want
the recommended course of action and only
a small proportion would not

The majority of individuals in this situation, if fully
informed, would choose the suggested course of
action, but some would not

For clinicians Most individuals should receive the
intervention. Adherence to this
recommendation according to the guideline
could be used as a quality criterion or
performance indicator

Recognize that different choices may be appropriate for
individual patients or that you are less confident in the
advantages of using one course of action versus
alternative. When relevant, the pros and cons should
be explained to or discussed with the patient

For policy makers The recommendation can be adapted as policy
in most situations

Policy making will require substantial debate and
involvement of various stakeholders

Modified from table found in [1]

Fig. 1 Summary of the
GRADE process
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example of the second factor influencing strength of
recommendation, the balance between desirable and
undesirable effects (in this case, a small decrease in stroke
versus a small increase in bleeding risk). Overall, the
larger the difference that exists between the potential
benefits of intervention versus the potential downfalls to
patients, the higher the likelihood that a strong recom-
mendation will be issued.

The third determinant of strength of recommendation is
patient variability in underlying values and preferences.
This concept is relatively new to guideline developers and
attempts to incorporate the understanding that acceptance
of some treatments or tests is patient-dependent. The final
consideration is cost and resource allocation. This is
especially important to guideline panelists and policy
makers on a population level. In general, assuming other
factors discussed above are equal (confidence in the
accuracy of the data, size of the probable effects, uni-
formity of preferences), the higher the cost of a particular
intervention, the less likely it is to result in a strong rec-
ommendation [8].

The guideline panel decides on the final strength of
recommendation after considering these four factors:
QoE, estimated size of effect, preferences, and cost (see
Fig. 1). How should the clinician behave in the face of
such recommendations? First, no practice guideline rec-
ommendation should trump common sense or strongly
held (patient’s) personal beliefs. In this sense, every
decision based on guidelines has to be re-interpreted in

the context of a specific clinical situation. On the other
hand, clinicians should feel reassured that in cases of
strong recommendations, a reasonable panel of expert
clinicians (stakeholders) considered all (or most) pros and
cons and concluded that a particular intervention should
be used under most circumstances and for most patients.
Knowing the reasons that lead to a weak recommendation
can also be helpful. Are we issuing a weak recommen-
dation because the estimated effects are close in the
balance between potential benefits and downsides to
patients? Or is it because the intervention is very costly?
Or is it because we have low-quality data and we simply
are not confident enough to be secure in what we
recommend.

GRADE helps authors to be more specific about such
issues and helps interested readers to follow the rationale
for specific recommendations. As a minimum, clinical
decisions not following strong recommendations should
be accompanied by explicit reasoning. A strong recom-
mendation should rarely (if ever) be based on low or very
low QoE. On the other hand, clinical decisions based on
weak recommendations should not be dogmatic. It also
follows that no guideline is meant to be absolute, and
pragmatically every clinician must interpret the recom-
mendations and make clinical decisions that seem most
reasonable for their individual patients.
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