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linicians and patients often face situations in which the

evidence to support a proposed intervention is sparse or

doubtful — sometimes called “insufficient evidence.”
Some guideline developers are reluctant to make concrete rec-
ommendations when evidence is deemed insufficient. For exam-
ple, the US Preventive Services Task Force has a special category
called “I statement” (for insufficient evidence),! which allows
them to avoid recommending an intervention that may be
proven ineffective or harmful in the future. Guideline panellists
may perceive recommendations based on little or no evidence as
“not evidence based” and therefore unfounded. Some have
argued that not making recommendations in circumstances
when the evidence is low quality highlights knowledge gaps and
may therefore stimulate future research.? However, we argue
that developers of health guidelines should make recommenda-
tions regarding the best course of action when evidence is
sparse or doubtful, as they are best equipped to do so, and evi-
dence shows that health professionals want them to.?

Although the cautious approach taken by guideline panels is
understandable, a recent randomized trial, in which more than
500 clinicians were presented with clinical scenarios informed by
sparse evidence, found that more than 80% of clinicians pre-
ferred receiving a recommendation.? Clinicians strongly prefer
having recommendations in the context of uncertainty.

Guideline panellists have time and resources that users of rec-
ommendations do not have. In an optimal guideline panel, meth-
odologists conduct systematic reviews and present the available
evidence to a panel composed of leading clinical or public health
experts and other stakeholders such as patients. After careful
review of the evidence regarding benefits and harms of interven-
tions, as well as patients’ values, acceptability, feasibility, impact
on health equity and resource considerations, the panel recom-
mends the course of action in which it believes the desirable con-
sequences are most likely to outweigh the undesirable ones.

Clinicians need to make decisions, and without explicit recom-
mendations, they and their patients can be left adrift. For exam-
ple, in a recent guideline, the International Liaison Committee on
Resuscitation considered there to be too much uncertainty to

KEY POINTS

® Health guidelines are useful in the context of sparse or doubtful
evidence, sometimes called insufficient evidence, but not all
guideline panels issue recommendations in this context.

® Without explicit recommendations, guideline panels miss an
opportunity to support clinicians and patients, who do not have
the time or the resources available to guideline panellists.

® Guideline panels should use explicit frameworks to support the
appropriate reporting of all considerations that determined the
decisions and make explicit all challenges faced in making
specific recommendations, but they must make
recommendations.

® Making conditional recommendations based on sparse
evidence does not preclude, and explicitly encourages, further
relevant research.

make a recommendation about the use of prophylactic anti-
arrhythmic drugs after a successfully treated cardiac arrest.* What
should clinicians do in this situation? They might infer that
because the guideline panel avoided issuing a recommendation,
antiarrhythmic drugs should not be used. However, observational
data suggest otherwise. In a cohort of 1721 patients, the adminis-
tration of prophylactic lidocaine upon return to spontaneous cir-
culation was associated with a reduction of recurrent cardiac
arrest and improvement of survival.® If the guideline panel had
considered these data and found them relevant to the decision
about the use of antiarrhythmic drugs, a conditional recommen-
dation in favour of lidocaine, acknowledging the low certainty of
the evidence, would have been helpful to users of the guideline.
Conversely, just presenting options without guidance may
lead to excessive use of a treatment. Consider the use of stem
cells in Parkinson disease, a novel treatment being offered in
many places in the world. The evidence about the effects of this
treatment is very limited; only 2 small trials with 74 patients in
total have been published.®” Further, in 1 of the trials, 2 patients
allocated to stem cell treatment experienced a major intracere-
bral complication. Simply outlining the available options in this
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scenario could lead to early adoption of an intervention that may
expose patients to harm. A better option would have been a con-
ditional recommendation against stem cell treatment until fur-
ther research becomes available.

Providing a recommendation need not discourage future
research. For example, in 2013, the World Health Organization
(WHO) developed a guideline about a new medication to support
treatment of multidrug-resistant tuberculosis: bedaquiline.® The
panel made a conditional recommendation in favour of adding
the drug to a WHO-recommended regimen based on very low-
certainty evidence, using the available trial data from 132 patients
that suggested improvement in or cure from multidrug-resistant
tuberculosis. The guideline report explicitly described the chal-
lenges in making the recommendation. The anticipated benefit of
a 26% absolute increase in the likelihood of cure found in 1 trial
had to be balanced against a statistically significant absolute
increase in death of 10% (based on a total of 10 deaths in 160 pa-
tients available for the mortality outcome).® The guideline also
explicitly called for further research, leading to individual patient
data meta-analyses of postmarketing and field studies from thou-
sands of patients, which were used to update these guidelines
3 years later, coordinated by the WHO.® Making the recommenda-
tion in the 2013 guideline did not prevent important and necessary
research from taking place; on the contrary, it fostered it.

Guideline panels should certainly make every effort to reduce
uncertainty by commissioning or conducting systematic reviews
and involving experienced methodologists in their process. They
should also consider factors other than the benefits and harms of
the interventions, such as patient perspectives and cost, when
making their recommendations. Guidelines cannot be considered
trustworthy without such precautions, and guideline panels
must be careful and transparent when making recommendations
in the context of uncertainty.’ Explicit frameworks*? may help to
support the appropriate reporting of all the considerations that
determined the decisions and make explicit all challenges faced by
the panel. Transparent frameworks may also help clinicians and
patients better understand what is known and not known about
the available evidence, and help them consider factors such as the
burden of treatment and patients’ values.

Because clear practice recommendations are highly valued by
clinicians and may prevent the use of unproven interventions, we
believe that guideline panellists should always endeavour to make
recommendations in the context of uncertainty. Doing so should
not preclude, and may encourage, future relevant research.
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