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Clinical practice guidelines on trial

Robert S.A. Hayward, MD, MPH

Résumé

LE MOMENT EST-IL VENU DE LAISSER TOMBER les guides de pratique clinique (GPC)?
Comme le signalent le Dr Graham Worrall et ses collègues (page 1705), les don-
nées probantes qui indiquent que les GPC ont eu une incidence favorable sur les
résultats des patients dans le contexte des soins primaires sont rares. Ils signalent
toutefois que sur 13 études d’interventions fondées sur des GPC qu’ils ont exami-
nées, toutes sauf 2 présentent de graves lacunes méthodologiques. Dans cet édito-
rial, l’auteur décrit à quoi pourrait ressembler une étude idéale sur un guide, in-
dique si une telle étude est possible et précise les principales menaces à la validité.
Tant qu’on n’aura pas fait d’études qui satisfont à ces critères plus rigoureux, nous
ne pourrons conclure que le mouvement des guides est lui-même mal guidé.

It is distressing to health care researchers that so much of the evidence they
produce remains unheeded in day-to-day practice. At the same time, the
potential consumers of this evidence are distressed by the backlog of clini-

cal problems for which evidence is confusing, conflicting, inapplicable or un-
available. They observe that evidence must be interpreted and applied in con-
texts complicated by comorbidity, costs and other concerns that do not figure
in clinical trials.

Clinical practice guidelines (CPGs) attempt to bridge the gap between pro-
ducers and consumers of health care research. Good guidelines start with a spe-
cific clinical question, articulate relevant issues, seek and synthesize sound evi-
dence, assign values to outcomes, generate recommendations and try to
influence what clinicians do in the hope that reduced practice variation, lower
costs and improved health outcomes will result.1–3

Despite the fact that CPGs are prominent and prolific, early evidence of
their impact is patchy. Some studies of guideline interventions suggest that they
improve practice,4–6 while others show little change in practice and outcomes.7,8

In this issue, Dr. Graham Worrall and colleagues (page 1705) show there is lit-
tle evidence that guidelines have had a positive impact on patient outcomes in
primary care settings. They express concern that such informational “technolo-
gies” may be embraced before they have been properly evaluated. In reviewing
guideline studies, the authors regard CPGs as a “therapy,” targeted at physi-
cians, that should be judged in much the same way as other therapeutic inter-
ventions.8 Under this magnifying glass, guidelines, guideline interventions and
evaluations of guidelines all come up wanting.9

Should we blow the whistle on guidelines? Developing guidelines is time-
consuming and expensive. Well respected and widely endorsed guidelines have
been promoted in primary care for well over a decade,10 but if all this hard work
has failed to improve patient outcomes are we wasting our time? Does implicit
policy development work just as well as explicit development? Should we shift
our attention to other practice management strategies?

Before giving up on guidelines, we should consider what an ideal guideline
study might look like, whether such a study could be done, what the main
threats to validity would be and what less-than-ideal studies we would be in-
clined to believe.
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Guideline trials

Studies of health care are concerned with problems,
populations, exposures and outcomes. Evaluations of
health services start with a defined problem in a defined
population. The population is exposed to an interven-
tion to test the hypothesis that the intervention reduces
unwanted outcomes and increases desirable ones. Let us
take influenza immunization as an example. Here, the
intervention is simple. There are few exclusion criteria
to limit the population of interest, an injection is easy to
document, and an important outcome can be measured
by rates of hospital admission for pneumonia. Trials of
influenza vaccination in elderly people can be judged
fairly on grounds of patient selection, successful ran-
domization, blinded outcome assessment, completeness
of follow-up, effect size, statistical significance and ap-
plicability of the results.

However, most primary care interventions are more
complex. For example, in the management of hyperten-
sion, asthma, diabetes or obesity it is harder to define the
population (eligible patients must be detected and those
with complex comorbidity must be excluded), the inter-
vention (there are usually multiple interventions) and the
outcome (there may be many intermediate outcomes).

Guidelines for complex interventions are hard to build.
Developers must rely on frameworks such as “causal path-
ways” to help organize evidence about the effectiveness of
such interventions and to identify potential difficulties.11

For example, practitioners may over- or underdiagnose
the condition; diagnoses may or may not lead to 1 or
more interventions (which may or may not alter interme-
diate and final outcomes); and harmful effects of detection
and treatment may occur at various points. The strength
of recommendations can be compromised by weak evi-
dence or skewed values at any step in the causal pathway.

Studies of complex guideline interventions are vastly
more complex. To prove that a CPG leads to better pa-
tient outcomes, both “causal” and “policy” pathways must
not break at any of many steps. The guideline must be
and be seen to be valid, important and applicable. The CPG
implementation strategy must be clear, specific and dis-
tinct from a control intervention, and the processes and
outcomes measured should be appropriate to both the
guideline and its application. More specifically:
• The goal of the CPG should match the goals of the

targeted patients and practitioners.
• The clinical problem should be relevant and impor-

tant.
• The clinical-decision model should include options

and outcomes that do not oversimplify, distort or
otherwise limit the applicability of the CPG in typi-
cal care settings.

• Rules of evidence and values must be credible.
• Analysis of evidence and values should be appropri-

ate, timely, complete and valid.
• Resulting recommendations should differ from pre-

vailing practices and implicit policies.
• The necessary skills, equipment and processes should

be available to the target population.
• Practitioners should have confidence in the recom-

mendations and their developers.
• Practitioners should be inclined to implement the

recommendations at the right time and place.
• The specific implementation of the CPG should be

defined, and expected changes in health care
processes and outcomes declared.

• Implementation of the CPG should follow the rec-
ommendations exactly.

• Inappropriate, variable or unwanted health care
practices or outcomes should be of sufficient magni-
tude that an interventional study could cause and de-
tect improvement.

• Assessment of associations between outcome and in-
tervention must be free of significant bias.

CPG implementation studies should include a control
group. This can be problematic. The control interven-
tion could be “usual” policy implementation practices,
the “next best” implementation strategy or no interven-
tion. If a CPG represents the best evidence about an im-
portant problem, it may be unethical not to give the
control group the benefit of the CPG recommendations.
Similarly, if there is any risk that the CPG does not re-
flect best evidence, it may be unethical to use it in the
experimental group.

The control group should match the experimental
group in all respects save the specific CPG recommenda-
tions. Unfortunately, even a randomized study may not
ensure that this happens. Hawthorne effects — that is, the
knowledge that one is participating in a study — can con-
taminate the experimental group, systematically exposing
it to factors unrelated to guidelines and not experienced
by the control group. For example, some guidelines advo-
cate or require local adaptation of recommendations. This
involvement of practitioners in policy discussions may it-
self reduce practice variation independently of any specific
recommendation. Even technologic interventions such as
computerized reminder systems can exert positive effects
by causing clinicians to set aside time for such things as
preventive care, or negative effects by virtue of being im-
practical or unappealing. To test the clinical validity of a
specific CPG, the experimental and control groups should
be exposed to the same reminder system but different rec-
ommendations.

Studies that evaluate CPGs may use informational in-
terventions, such as reminder systems or education ses-
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sions. One could argue that in effect these studies assess in-
formational interventions and would yield the same result
if the subjects did not know that a CPG was at issue. Re-
sults from studies of guideline-based computerized re-
minder systems are consistent with results from similar
studies done in the pre-guideline era. To test the incre-
mental impact of evidence packaged as CPGs, both the ex-
perimental and the control groups could be exposed to the
same recommendations, labelled as a guideline in the ex-
perimental group but not so labelled in the control group.

Given the variable context in which CPGs are imple-
mented and evaluated, randomized controlled trials with
quantitative outcome assessment may fail to capture what
is important about the success or failure of guidelines to
improve health and health care. It is possible that qualita-
tive research methods, with careful attention to the
changing experience of clinicians and patients, may yield
more immediately useful insights. If so, levels of evidence
based on a hierarchy of study designs, as is now popular,
may not be an appropriate metric in trials of CPGs.

Guideline trials on trial

If the intent of evidence-based guidelines is to sum-
marize knowledge about the efficiency and effectiveness
of health care, then what can we deduce from the state-
ment that there is “little evidence that the use of CPGs
produces significant changes in clinical outcomes in pri-
mary care”? Despite the developer’s best efforts, it is
possible for a guideline to distort a clinical problem in a
way that leads to unintended or unwanted outcomes
when the guideline is implemented. A guideline meant
to cut costs could actually increase overall costs. It is im-
portant to test and validate CPGs.

Tests of guidelines, however, are difficult to design
and execute. A failure to demonstrate improved out-
comes is uninformative unless the guideline is valid, the
intervention is appropriate to the guideline, both guide-
line and intervention are acceptable to patients and prac-
titioners, and the outcomes can in fact be improved by
changes in practice. Moreover, as my colleagues and I
discuss in this issue (page 1715), we know that the same
CPG recommendations can be welcomed or shunned by
physicians depending upon who is listed as the guideline
developer.12 Many physicians first encounter guidelines
in the context of peer review, utilization management
and quality control programs — experiences that they
may not perceive positively. Indeed, the “political” bag-
gage associated with a guideline, or with all guidelines,
may be enough to compromise a study.

A sobering observation by Worrall and colleagues is
that all but 2 of the 13 guideline intervention studies

they reviewed had serious methodologic flaws. None
would satisfy the more exacting requirements for guide-
line intervention studies that I have outlined. There are
many impediments to an “ideal” CPG intervention
study, and the current literature appears to be marred by
a lack of solid information about the efficacy of informa-
tion dissemination strategies and practice management
interventions. A whole new generation of guideline-
based software, care maps and disease management sys-
tems is only now mature enough to admit systematic
evaluation. There is an urgent need for new knowledge
about how CPGs can be packaged and delivered to max-
imize their acceptance by clinicians and their impact on
care. Until this evidence appears, we cannot conclude
that the guideline movement is itself misguided.

The author acknowledges the support of the Physicians’ Ser-
vices Incorporated Foundation.
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