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SUMMARY

Clinical practice guidelines (CPGs) contain evidence-based recommendations to guide
clinical care, policy development, and quality of care improvement. A recent system-
atic review of epilepsy guidelines identified considerable variability in the quality of
available guidelines. Although excellent frameworks for CPG development exist, pro-
cesses are not followed uniformly internationally, and resources to develop CPGs may
be limited in certain settings. An International League Against Epilepsy (ILAE) work-
ing group was charged with proposing methodology to guide the development of
future epilepsy-specific CPGs. A comprehensive literature search (1985-2014) identi-
fied articles related to CPG development and handbooks. Guideline handbooks were
included if they were publicly available, and if their methodology had been used to
develop CPGs. The working group’s expertise also informed the creation of method-
ologies and processes to develop future CPGs for the ILAE. Five handbooks from
North America (American Academy of Neurology), Europe (Scottish Intercollegiate
Guidelines Network & National Institute for Health and Care Excellence), Australia
(National Health and Medical Research Council), World Health Organization (WHO),
and additional references were identified to produce evidence-based, consensus-dri-
ven methodology for development of epilepsy-specific CPGs. Key components of CPG
development include the following: identifying the topic and defining the scope; estab-
lishing a working group; identifying and evaluating the evidence; formulating recom-
mendations and determining strength of recommendations; obtaining peer reviews;
dissemination, implementation, and auditing; and updating and retiring the CPG. A
practical handbook and toolkit was developed. The resulting CPG development toolkit
should facilitate the development of high-quality ILAE CPGs to improve the care of
persons with epilepsy.

KEY WORDS: Evidence-based medicine, Guideline development, Knowledge transla-
tion, Knowledge to action, Practice parameters.

Clinical practice guidelines (CPGs) are documents that are systematically developed and can assist practitioners
include recommendations intended to optimize patient care  and patients in choosing appropriate health care for specific
using a synthesis of the best available evidence.' Guidelines clinical circumstances.” Evidence-based recommendations
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KEY PoINTS

e When implemented, clinical guidelines can facilitate
clinical care and improve the quality of care of persons
with epilepsy

e High-quality guidelines are needed in many areas of
epilepsy to bridge gaps

e Barriers to implementing clinical guidelines can be
mitigated by improved guideline-development pro-
cesses

e Minimum standards for guideline-development pro-
cesses are outlined and associated tools are provided

e This toolkit should promote development of high-
quality guidelines to fill knowledge gaps and optimize
the care of persons with epilepsy

are the cornerstone of CPGs and take into consideration the
risks and benefits of each intervention while incorporating
the clinical judgment of an expert panel.'® In addition to
clinical practice recommendations, CPGs should include a
detailed description of the development process and meth-
ods, the literature search results and evidence appraisal, and
suggestions for implementing the recommendations.

CPGs can improve quality of care.”'' A systematic
review of the influence of CPGs on the process and outcome
of care found that most studies reported improvements after
the introduction of guidelines.” This finding was echoed in a
more recent systematic review, despite considerable hetero-
geneity between included studies."’

Two of the main limitations of CPGs are their hetero-
geneity and insufficient integration into clinical prac-
tice. Heterogeneity likely results from the lack of
widely accepted standards for developing and reporting
CPGs,” ®'*'* in turn contributing to the variability in
CPG quality. In the absence of reporting standards for
CPGs, the Appraisal of Guidelines for Research and
Evaluation II (AGREE 1I) tool was developed to evalu-
ate the quality of CPGs."?

CPGs can only improve care if they are adopted and
change clinical practice, which may explain why improve-
ment in quality of care from CPGs has not always been the
experience in epilepsy.'®'” A randomized controlled trial of
guideline implementation in Scotland found that, despite a
multipronged implementation strategy, these guidelines did
not result in significant improvements in process of care or
patients” quality of life.!” This study highlights an important
issue: evidence-based practice using CPGs is poorly done
even when resources for their implementation are available.
A study conducted in the United States examined changes
in surgical referral patterns following the publication of
CPGs that recommend that people with drug-resistant
“complex partial seizures” be referred for surgical evalua-
tion."®!” The authors found that there was little change in
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the length of time from diagnosis to referral in people who
were appropriate for a surgical referral as outlined in the
CPG."® An accompanying editorial highlights the need for
appropriate implementation strategies that are not “one size
fits all.”'® To avoid this limitation of CPGs, the develop-
ment process should consider and define the target users of
the CPG and how the CPG should be implemented in clini-
cal practice.

The goals and mission of the International League
Against Epilepsy (ILAE) include the dissemination of
knowledge to improve services and care for people with epi-
lepsy, and to promote education and training about epilepsy.
The development and dissemination of CPGs can assist in
accomplishing these goals. To ensure that the ILAE
endorses recommendations of the highest quality, it is of
great importance that systematic processes for CPG devel-
opment are followed. The remainder of this document outli-
nes the methods and processes recommended by the ILAE
for CPG development that are produced by groups seeking
endorsement of their epilepsy-related CPG from the ILAE.

Although this document is not an ILAE policy, it has been
approved by the ILAE.

METHODS

The objective of the working group was to develop, in the
absence of widely accepted standards, a framework for CPG
development in epilepsy that will yield high quality guide-
lines. A literature search for available CPG development
frameworks was conducted to guide the creation of the
ILAE’s recommended CPG development framework. In
keeping with the ILAE’s international constituency, a glo-
bal perspective was taken when reviewing CPG develop-
ment frameworks to account for regional differences in
resources and practices.

Literature review

The literature search to identify CPG development frame-
works included gray literature and hand searching of CPGs
included in a previously conducted systematic review of
current epilepsy CPGs published between 1985 and 2014 in
any language.”® CPGs identified were in English, French,
Spanish, and Italian in the aforementioned systematic
review, and all were included and reviewed for CPG devel-
opment methodology. International epilepsy experts (in-
cluding English, French, Spanish, Portuguese, German, and
Italian speakers) and others familiar with CPG development
were consulted to ensure that other relevant development
frameworks were not omitted.

Inclusion criteria for CPG frameworks

Guideline development frameworks were included if the
CPG development handbook was published or publicly
available, the organization was relevant to epilepsy, and the
organization produced good quality guidelines using the
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processes outlined in their handbook. Using these eligibility
criteria, the handbooks of five organizations were identi-
fied: the World Health Organization, American Academy of
Neurology, National Institute of Care Excellence (United
Kingdom), Scottish Intercollegiate Guideline Network, and
National Health and Medical Research Council (Aus-
trallia).s’g’lz’m’21 The Institute of Medicine’s documents on
CPGs and other pertinent publications were also used to
supplement the information provided by the organizations
listed." ™’

Developing a framework to create ILAE-approved
epilepsy CPG

Given the complexity of developing epilepsy CPGs for
the ILAE’s diverse constituency, a single existing CPG
development framework was not chosen. Rather, a detailed
comparison of the methods used by each of the identified
CPG framework for each CPG component was completed.
Through consensus among the ILAE guidelines’ working
group members, components of the identified CPG develop-
ment frameworks and pertinent literature were considered to
develop the CPG development framework presented here.

RECOMMENDATIONS FOR CLINICAL
PRACTICE GUIDELINE DEVELOPMENT

Based on the results of our literature review and working
group consensus, recommendations on the suggested

Figure 1.

Key components to the guideline
development process.

Epilepsia © ILAE

Identify a gap in epilepsy guidelines in need of being filled
Why is this guideline needed?

Consult with the ILAE

methodology are presented below for the key components
of CPG development (also summarized in Appendix S1).
Each section outlines the minimum requirements (bolded)
for developing CPGs according to the ILAE, and provides
suggestions for improving the quality of CPGs where more
resources are available. A checklist is also provided to
ensure that the recommendations are followed throughout
the CPG development process (Appendix S2).

The key components to develop CPGs include identifying
the topic and clarifying the clinical question, establishing a
working group, identifying and reviewing the evidence,
formulating the recommendations, obtaining peer reviews,
dissemination and implementation, and updating (Fig. 1).

Identifying the Topic and Developing the Clinical
Question

Why is this guideline needed?

The development of CPGs can be complex and resource
intensive. It has been suggested that the cost of developing a
single CPG can range from $5,000 to $1 million dollars
depending on methods used.® Therefore, choosing a clinical
topic for the CPG requires careful consideration and priori-
tization. The first consideration should be the novelty of the
proposed CPG: does a CPG already exist for the clinical
topic of interest? If a CPG already exists but is outdated,
then updating the CPG is less resource intensive and
should be undertaken. If a CPG already exists for a similar

Complete ILAE forms

Develop clinical question

Develop PICO question
Complete protocol (scope of the guideline)

Establish a working group ]

Ask for nominations from relevant organizations
Identify experts

/4
Identify evidence )

Systematic review methodology ]
Evaluate the quality of the evidence ]
Use the GRADE and ILAE criteria ]
Formulate the recommendations ]

Rate the strength of the recommendation
(GRADE)

Peer review ]
Dissemination and implementation ]
Plan to update ]
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population or setting, the possibility of adapting the CPG

for the new population or setting of interest should be

explored. Among several tools that are available to assist
with the process of adapting CPGs, the ADAPTE process>
provides a systematic and feasible approach to modifying
and adapting already existing CPGs for use in different set-
tings.?

Some questions that should be asked when deciding to
undertake the development of a CPG include'**:

1 Has a need for a CPG in this area been voiced by relevant
stakeholders?

2 Will a large number of individuals benefit from the devel-
opment of this CPG?

3 Is there considerable variation in clinical care that could
be reduced by a CPG?

4 Will the care of this population (clinical outcomes, pre-
vention, or process of care) be improved through the
development of a CPG?

5 Will the development of this CPG improve the costs asso-
ciated with the care of this population (including the costs
to the patient)?

If the answer to the majority of these questions is yes then
there is likely a need for a CPG for the clinical topic.

Developing an answerable clinical question (PICO
approach)

Once a clear need for a CPG has been established, the first
step is to develop an answerable clinical question. The PICO
approach (Population, Intervention, Comparator, and Out-
come) is most commonly used for this. Each of the four
PICO components should be explicitly indicated and clearly
defined in the clinical question(s) for the CPG (Table 1),
while taking into consideration the type of PICO question
being asked (therapy, diagnosis, prognosis, other).

Table I. Key elements for designing the PICO
question®®

Population Who is the patient population of the recommendations?
What are the relevant demographic factors
(e.g., age, sex, and ethnicity)?
What is the setting?
Are there any excluded populations or settings?
What is the intervention of interest?
Is the intervention a treatment, diagnostic tool,
or prognostic tool?
Are there any variations in the intervention
(e.g., dose/titration)?

Intervention

Comparator ~ What are the alternatives to the intervention?
Is the comparator no treatment, a placebo,
or an alternative intervention?
Outcome What are the outcomes of interest?

Are the outcomes positive and/or negative!
Are these outcomes of clinical relevance and importance?
How are these outcomes measured
(e.g., seizure reduction by 50% or greater vs. seizure
freedom)?
What is the duration of the outcome?

Epilepsia, 56(12):1859-1869, 2015
doi: 10.1111/epi.13217

Box |

1 Answerable clinical questions must be clearly sta-
ted and be developed using the PICO format. The
type of question (therapy, diagnosis, prognosis,
etc.) should be identified at the outset.

2 The objectives and scope of the CPG need to be
explicitly stated. The objectives should include
details about the potential impact on health and the
potential benefits from the recommendations.

3 If the authors plan to seek ILAE endorsement of their
CPG, and to publish it in Epilepsia, a protocol must be
completed and submitted to the ILAE guideline advi-
sory committee. The protocol template is available on
the ILAE website and is also included in Appendix S3.

Preparing a protocol

The protocol will help define the purpose and scope of
the CPG and guide the CPG development process. The
CPG scope should not be so narrow that it applies only to
a small proportion of people with epilepsy, but also not so
broad that the task becomes overwhelming. The scope of
the guideline should be dictated by the specific health
care gap and needs to be addressed, while considering
available resources. The suggested number of clinical
PICO questions addressed in the CPG ranges between 2
and 10 (Box 1).

Establishing the CPG Working Group

A working group must be established to develop the CPG
and assist in the formulation of the clinical practice recom-
mendations. Important aspects of the working group include
the composition of the group, the method of inviting mem-
bers to participate, and the identification and reporting of
conflicts of interest.

Group composition

The working group will influence the clinical practice
recommendations. Research examining group dynamics
suggests that individuals and their biases may have an
influence on the group as a whole. For instance, the opin-
ion of a respected expert is likely to carry greater weight
than that of more junior group member, potentially result-
ing in biased recommendations.® %242 Therefore, the
CPG working group should be composed of members
representing various relevant disciplines (including the
CPG end users) and demographics (i.e., gender, geogra-
phy). There is evidence that multidisciplinary groups have
less extreme responses, suggesting that biases are mini-
mized compared to a group consisting of only one spe-
cialty.”> Physicians are also more likely to implement
CPGs into their clinical practice if they are included in
their development, even if only to review the drafts.”® To
this end, the target audience needs to be determined prior
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Box 2

1 The target audience that will be implementing the
CPG should be determined and explicitly stated,
and should be represented in the CPG working
group.

2 The CPG working group should include around 10
members, and at a minimum should be composed
of:

a A member assigned by the ILAE executive to
represent the ILAE as a stakeholder

b Experts in the clinical area of the guideline

¢ A member with expertise in CPG development
methodologies (if none of the other members has
such experience)

d A representative from the target audience (i.e.,
general practitioners)

¢ Representatives of other relevant professional
group(s)

3 Although not required, it is strongly recommended
that a project manager and a patient representative be
included. If representation from a patient is not
feasible, the patient perspective should be sought
through consultation with a patient, or the literature
around patient perspectives should be included in the
review.

to establishing a CPG working group to ensure they are
represented on the CPG working group.

The size of the working group must be carefully consid-
ered. The CPG development handbooks suggest that a group
ranging from 5 to 25 members is large enough to include
representation, but small enough to be effective; however,
studies of consensus methodology suggest that 5-10 mem-

bers is generally better for reaching consensus
(Box 2).5:6:8:1224.2527

How to identify and handle conflict of interest?

Financial conflicts of interest can be influential in formu-
lating recommendations.” A group with real, potential, or
perceived conflicts of interest can impact the CPGs and
compromise its credibility. However, it is rarely feasible to
have an appropriately representative working group that is
void of conflicts of interest. Transparency of conflicts of
interest (financial or otherwise) to mitigate potential bias
can be accomplished by requiring all group members to
declare their conflict(s) of interest (Box 3).

Reviewing the Evidence

By definition, CPG recommendations are evidence-based
statements that require identifying, reviewing, and synthe-
sizing of the evidence to inform the recommendations. It is
widely agreed that systematic review methodology be used

Box 3

1 Two thirds of the CPG working group members
should be void of conflicts of interest and of repre-
sentation from the pharmaceutical and medical
device industry.

2 Each member of the CPG working group must
complete an ILAE declaration of interests form
(Appendix S4) prior to beginning work on that
guideline.

3 Declaration of interests should be made at each
meeting and between meetings if new potential con-
flicts arise for any member of the CPG working
group.

4 All declarations of interest should be published
with the guideline.

. . . P 3
to achieve this objective® %!

sis of the evidence.

The Preferred Reporting Items for Systematic Review
and Meta-Analysis (PRISMA) statement (Www. prisma-
statement.org) should be consulted when conducting a sys-
tematic review. It provides a checklist to ensure all required
steps of the systematic review are followed (Appendix
S$5).% The Cochrane handbook on systematic reviews is
also a useful reference for answering methodologic ques-
tions regarding systematic reviews and meta-analyses
(handbook.cochrane.org) (Box 4).

to ensure a rigorous synthe-

Evaluating and Managing Limitations of the Evidence

Once the evidence has been identified and synthesized,
the quality of the evidence must be evaluated, and CPG
recommendations should be given a strength rating that is
related to the strength of the evidence.”” This helps con-
vey to the guideline users how confident they can be that
the CPG recommendations will produce the desired out-
come. It is of the utmost importance to rate the strength
or quality of the evidence identified in the systematic
review. Depending on the research question at hand and
availability of high quality evidence, low quality evidence
may need to be included. Regardless of the level of evi-
dence available, transparency of the quality of the evi-
dence is essential.

There are several methods to evaluate the strength of the
evidence and of the recommendations (i.e., GRADE, SORT,
SIGN, etc.).'****! The GRADE system is a well-known,
user-friendly grading system that facilitates the interpreta-
tion of the evidence and of the resulting recommendations.
The GRADE has been adopted by >60 guideline developers
internationally, including the WHO (www.gradeworking-
group.org). One of the greatest merits of GRADE is that it
requires explicit and transparent judgments. This in turn can
impact the implementation of the CPG, as is reflected in a

Epilepsia, 56(12):1859-1869, 2015
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Box 4

1 Systematic review methodology, as per the
PRISMA checklist (Appendix S5) should be used to
synthesize the evidence.

2 The search strategy should be done, at minimum,
using Medline or PubMed and EMBASE
(Appendix S6).

3 If resources permit, a librarian with expertise in health
research should assist with developing the search strat-
egy. In addition, the search strategy should be run in
other relevant databases, especially Cochrane Central
and Cochrane Database of Systematic Reviews, and
gray literature sources.

4 A flow diagram of study selection (PRISMA flow
diagram, Appendix S7) should be generated. The
criteria for inclusion and exclusion of studies should
be clearly stated.

5 Two independent reviewers should screen titles,
abstracts, and full text articles for eligibility criteria.
Data should be abstracted independently by at least
two trained data abstractors. A third reviewer
should be sought to resolve disagreements at the full
text screening phase and the data abstraction phase.

6 A meta-analysis should be conducted if possible and
appropriate. The appropriate modeling method (i.e.,
fixed vs. random) should be chosen a priori. If hetero-
geneity is identified between studies, possible sources
of heterogeneity should be discussed. An Egger’s fun-
nel plot should be generated to determine if publica-
tion bias is present.

7 The strengths and limitations of the current evi-
dence should be discussed.

study where physicians were more likely to implement CPG
recommendations in their clinical practice when the
GRADE system was used, compared to other grading sys-
tems.*?

Because the GRADE is highly regarded and relatively
easy to use, the ILAE has adopted the GRADE approach to
evaluate the strength of the evidence and the resulting rec-
ommendations for future ILAE-endorsed guidelines. The
GRADE working group’s software can assist in evaluating
the evidence and formulating clinical practice recommenda-
tions, and can be downloaded for free from the GRADE
working group’s website (http://www.gradeworking-
group.org/). Alternatively, an online platform can be
accessed at: www.guidelinedevelopment.org. Additional
GRADE-related resources are included in this document
(see Appendices S8-S11).

Evaluating the evidence
There are four possible evidence levels using the
GRADE: high, moderate, low, and very low (Table 2), each

Epilepsia, 56(12):1859-1869, 2015
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Table 2. Definition of quality of evidence according to
the GRADE
GRADE Definition
High Further research is very unlikely to change our confidence
in the estimate of effect
Moderate Further research is likely to have an important impact on
our confidence in the estimate of effect and may
change the estimate
Low Further research is very likely to have an important
impact on our confidence in the estimate of effect and
is likely to change the estimate
Very low Any estimate of effect is very uncertain
GRADE, The Grading of Recommendations Assessment, Development
and Evaluation.

representing varying degrees of confidence in the estimates
of effect.

The quality of the evidence can be downgraded or
upgraded, based on specific factors and should be done in
the context of all of the elements that influence such quality
(i.e., downgrading one quality criterion may or may not
influence how the next quality criterion is dealt with). The
initial rating is based on study design. For example, for
questions related to therapy, randomized-controlled trials
are given a high initial rating, and observational studies are
given a low initial rating. Once the initial rating is deter-
mined, it can be downgraded or upgraded based on risk of
bias, inconsistency, directness, imprecision, and publication
bias (Table 3).

The factors that influence the downgrading or upgrading
of the evidence are slightly different for PICO questions

Table 3. Factors that reduce or increase the quality of
the evidence for therapeutic studies

Impact on quality

Factor of evidence
Initial rating
Study design RCT = high

Observational = low
Factors that reduce the quality of the evidence
Limitation in study design or execution
(risk of bias)
Inconsistency of results (heterogeneity)
Indirectness of evidence (external validity)
Imprecision (random error)
Publication bias (systematic reviews)
Factors that increase the quality of the evidence
Large magnitude of effect

Ll or2levels

L 1 or2levels
L1 or2levels
V1 or2levels
V1 or2levels

™1 or2levels

All plausible confounding would 1 level
reduce or increase the demonstration
of effect

Dose-response gradient 1 level

RCT, randomized controlled trial.

More information on the specific criteria for decreasing and increasing the
level of the evidence for each type of study design can be found in the GRADE
handbook, available in the help section of GRADEpro or at: http://www.guide-
linedevelopment.org/handbook/ 30 (Appendix S8).
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Box 5

1 The GRADE system should be used to evaluate the
quality of the evidence, in conjunction with the cri-
teria outlined in Appendix S8.

2 The GRADE evidence profiles should be included
in the CPG as an appendix.

addressing interventions versus PICO questions addressing
diagnostic tests. Although the factors outlined in Table 4
are relevant for all types of PICO questions, determining
whether to downgrade or upgrade the evidence differs
depending on the type of question (Appendix S8). The
GRADE handbook, section 5 on quality of the evidence
should be consulted for those undertaking a review of
diagnostic tests.

After grading the evidence based on the factors dis-
cussed, an Evidence Profile is produced (Appendix S9),
which provides detailed information about the body of
evidence, the judgments about each factor underlying
the quality of the evidence, and the statistical results
(i.e., odds ratio, risk ratio, and so on) for each outcome.
The Evidence Profile allow the CPG working group to
be transparent about their judgment of the available
evidence (Box 5).

Formulating the Recommendations: From Evidence to
Recommendations

The strength of the evidence is one of the largest determi-
nants of the strength of the recommendation. Once the evi-
dence has been synthesized and its quality assessed,
guideline developers can begin to formulate the clinical
practice recommendations.

The working group’s confidence that the recommenda-
tion will produce the desired outcomes (i.e., decrease mor-
tality and morbidity) should be presented for each
recommendation in the form of a rating. The GRADE sys-
tem uses a binary rating for the strength of the recommenda-
tion: weak or strong. A strong recommendation is one in
which most of the population of interest would benefit from
the recommended course of action. A weak recommenda-
tion is one in which fewer members of the population of
interest would benefit from the recommended course of
action. In the case of a weak recommendation, the individ-
ual’s circumstances, preferences, and values play a particu-
larly important role.

Although the evidence is the most impactful factor,
only in rare instances is strong evidence available to sin-
gularly drive a clinical practice recommendation. Other
factors to consider when formulating recommendations
include the balance between desirable and undesirable
effects, the variability in values and preferences, and the
use of resources (Table 4).%° With regard to the use of
resources, consideration should be given to the considerable

Table 4. Determinants of the strength of
recommendations

Factor Considerations

Balance between
desirable and undesirable
effects

The larger the difference between the
desirable and undesirable effects,
the higher the likelihood that a strong
recommendation is warranted.
The narrower the gradient, the higher
the likelihood that a weak
recommendation is warranted

The higher the quality of evidence,
the higher the likelihood that a strong
recommendation is warranted

The more values and preferences vary,
or the greater the uncertainty in values
and preferences, the higher the
likelihood that a weak recommendation
is warranted

The higher the cost and resources
consumed, the lower the likelihood
that a strong recommendation is
warranted

Quality of evidence

Values and preferences

Costs and resource allocation

Table adapted from Guyatt et al.?’

variation of the clinical settings in different regions of the
world.

After considering the above three factors, it is possible
that a recommendation based on low evidence be given a
strong rating. For example, the strength of a recommenda-
tion may be upgraded from low to strong if the majority of
patients in the given clinical setting would choose the rec-
ommended intervention (and few would not choose the
intervention), most clinicians would be likely to use the
intervention in the clinical setting, the intervention is in line
with patient values and preferences, and the resource use
associated with this intervention is favorable. A list of ques-
tions to be considered for each of these four domains is pro-
vided in Appendix S10. In the end, the strength of the
recommendation is a judgment that must be agreed upon,
through consensus, by the CPG working group.

How should the recommendation be worded?

The CPG recommendations must be clear and reflect the
working group’s position. Specific verbs are associated with
the two grades of recommendations: weak or strong recom-
mendations. Strong recommendations should use “we rec-
ommend...” or “clinicians should...”; and weak
recommendations should use “we suggest. ..” or “clinicians
might. . 3% Box 6)

Peer Review

Peer review can be viewed as “quality assurance” or a
way of ensuring that the CPG recommendations are valid (a
measure of face validity). Peer review occurs at various
stages of the CPG development process, and through a vari-
ety of reviewers.

Epilepsia, 56(12):1859-1869, 2015
doi: 10.1111/epi.13217
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Box 6

1 The GRADE should be used to formulate CPG rec-
ommendations. Each recommendation should con-
tain a grading of its strength (weak or strong).

2 The criteria for each of the four factors that influ-
ence the strength of the recommendations should
be clearly stated using Appendix S10.

3 The recommendations should be easy to identify
(i.e., through the use of larger font, bold font, or
headings).

4 The recommendations should be clear and unam-
biguous, and should be formulated using the word-
ing recommended by GRADE.

5 Key recommendations should be accompanied by a
discussion of other management options based on
the four factors that impact the strength of the rec-
ommendations.

Peer review is first done through the ILAE’s organiza-
tional review of the CPG protocol (Appendix S3) for groups
who are seeking future endorsement of their CPG from the
ILAE. It is also common for CPGs to be disseminated to
members of relevant professional organizations or groups,
and for public comments before a final draft is submitted for
review by a journal, in this case, Epilepsia.“’5 7

Experts and stakeholders, other than the CPG working
group, should review the CPG to ensure that all relevant evi-
dence has been identified and interpreted correctly. Review
by methodological experts can increase the likelihood that
the proper methodologies were used (i.e., systematic review
and GRADE). A sample of target users and other key stake-
holders should also review the CPG to identify any issues
with clarity and applicability to the group implementing the
CPG recommendations in clinical practice.

At each stage of the peer review process, the comments,
suggestions, and modifications in response to these reviews
(when applicable and necessary) should be documented to
increase transparency of the CPG development process
(Box 7).

Dissemination, Implementation, Adapting, and Auditing

Dissemination and implementation

CPGs are often disseminated through peer-reviewed jour-
nals and the websites of professional organizations. How-
ever, this method of dissemination is rarely sufficient to
make a substantial change to clinical practice. A systematic
review of CPG implementation found that up to 94% of
physicians are unaware of CPGs and up to 89% of physi-
cians are unfamiliar with the content of CPGs.>® This issue
can be minimized by including stakeholders in the CPG
working group to assist with the creation of a dissemination
plan.
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Box 7

1 The CPG protocol (Appendix S3) should be
reviewed by the ILAE guideline advisory commit-
tee or representatives from the ILAE executive
prior to proceeding with the development of the full
CPG.

2 The first draft of the full CPG should be reviewed
by the ILAE advisory committee or its representa-
tives for approval. It should also be reviewed by the
professional organization of the target users. Once
this draft has been approved by the ILAE it should
be posted on the ILAE website for public comments
for a period of 30 days.

3 A final draft will be submitted to Epilepsia for pub-
lication where it will undergo standard editorial
and peer review.

The implementation of CPGs and evaluation of CPGs
influence continue to be challenging in the field of
epilepsy.'”** ¢ CPGs can improve the quality of care when
implemented into clinical practice,'" yet epilepsy CPGs are
often poorly adopted in clinical practice.'®!”*%37 For exam-
ple, a guideline for the surgical management of temporal
lobe epilepsy published in 2003 using the highest class of
evidence, strongly recommended that people with “medi-
cally intractable epilepsy” be referred to an epilepsy center
for consideration for temporal lobe resection.'® Despite the
publication of this guideline in several high impact journals,
referral patterns have not changed.'®

To improve the integration of CPGs into clinical practice,
dissemination and implementation should be considered
throughout the CPG development process through an inte-
grated knowledge translation approach. Improvements to
dissemination are recommended in Box 8 (bullets 1 and 2).
The inclusion of target users in the CPG working group can
also facilitate the implementation of the CPG by voicing
concerns regarding its applicability in the target users’ clini-
cal practice.

There are many implementation strategies available in
the field of knowledge translation, including education, per-
suasion, incentivization, coercion, training, enablement,
modeling, environmental restructuring, and restriction.>® To
obtain the best results, the implementation strategies should
be tailored to the specific behavior, setting, and target
users.”® P15 A multifaceted approach, including multiple
strategies, is likely to improve the implementation of the
knowledge.*

Adapting to the local context

Because of the importance of tailoring implementation
strategies to the local context and setting, local organiza-
tions or chapters are best suited to develop implementation
strategies that tailor the CPG to their local context. A tool
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Box 8

1 Epilepsy-related CPGs should be freely dissemi-
nated through publication in Epilepsia, on the
ILAE website, and communication to all chapter
members electronically.

2 Dissemination and implementation should be con-
sidered throughout the development process.
Specifically, a stakeholder and/or target user
should be included in the CPG working group, who
can voice concerns about barriers to the implemen-
tation in clinical practice and provide feedback
regarding possible facilitators.

3 The potential barriers to implementation of the CPG,
as identified by stakeholders and/or target users should
be discussed in the final CPG. However, local organi-
zations and ILAE chapters are best suited to carry out
implementation strategies. Knowledge of the local
context and availability of resources are essential to
the successful implementation of CPGs.

4 The final draft of the CPG should be reviewed by
members of the professional organization repre-
senting the target users, prior to being approved by
the ILAE executive or its representative(s).

5 Suggestions for implementation and auditing should
be included in the CPG. These should contain quality
indicators or metrics to evaluate its impact on clinical
care.

6 Although CPGs can help inform practitioners about
the evidence and its quality, and recommend a course
of action, CPGs are not substitutes for the clinical
judgement that is exercised during each clinical
encounter.

designed to assist in tailoring CPGs to the local context
while maintaining the integrity of the CPG, the ADAPTE
process,40 should be consulted.

Auditing

Auditing refers to the evaluation of the impact of the CPG
on clinical practice including, but not limited to, changes in
clinical processes of care and clinical outcomes.

The effectiveness of CPGs and the associated implemen-
tation strategies are only as strong as the degree of knowl-
edge used. Therefore, before evaluating the outcome of a
CPG, the degree of knowledge as a result of implementation
must first be measured.*'*> Many of the principles used to
evaluate any other intervention (i.e., temporal lobe resection
in people with epilepsy) apply to evaluating the implemen-
tation of CPGs. The accepted gold standard for evaluating
an intervention is a randomized control trial (RCT); how-
ever, conducting an RCT to evaluate the impact of every
CPG on clinical practice is not always feasible. Therefore,
quality indicators or metrics are often developed to measure

Box 9

1 A “review by” date should be associated with the
CPG and should be based on the date that the sys-
tematic review was conducted.

2 A systematic review of the evidence (using the same
search strategy used to initially develop the CPG,
unless new terminology has been developed) should
be conducted every 2 years to determine if a revision
or update for the CPG is required in the case where
new evidence is available that may significantly
change the recommendations. If such evidence has not
been published in the interim, the CPG authors may
include a statement that the recommendations do not
need to be modified due to the lack of new evidence.

3 If new evidence has become available, a working
group will need to be established to review the evi-
dence and formulate revised recommendations (if
warranted) based on the newly available evidence.

the quality of care over time using a before-and-after or
interrupted time series design.”>** Because quality indica-
tors are based on CPGs, it is not onerous to propose auditing
measures or quality indicators that could be assessed based
on the recommendations made in the CPG.

Updating and Retiring

Given the abundance of new knowledge generated in
medicine on an ongoing basis, it is important to update
CPGs as new evidence arises. As such it is important to use
systematic methods, such as a systematic review to identify
new research that may pertain to CPGs.

There are no hard and fast rules regarding how often a
CPG should be updated. It is stated by most organizations
developing CPGs that updating of CPGs should occur every
2-5 years or as new evidence emerges.” >'*'* A recent
study examined the length of time for recommendations
made in CPGs to become out of date using a survival
analysis.*’ This study found that recommendations become
out-of-date after 23 years (Box 9).4

Concluding Statements

High-quality CPGs can play a crucial role in guiding
appropriate care for persons with epilepsy and may improve
quality of care as in other clinical settings.’ A recent system-
atic review of epilepsy CPGs revealed a gap in the availabil-
ity of CPGs for all populations with epilepsy, and a gap in
the availability of high-quality CPGs.*"

This document outlines suggested methodology to support
the development of high-quality CPGs to bridge this gap.

This guideline development toolkit was created using the
available evidence on CPG development processes and the
input of international epilepsy experts with experience in
CPG development. It is acknowledged that additional CPG

Epilepsia, 56(12):1859-1869, 2015
doi: 10.1111/epi.13217
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development handbooks may exist. However, CPGs identi-
fied through a previously conducted systematic review of
clinical guidelines published in any language and input from
the international ILAE Guidelines Task Force (n = 13
members) and Working Group members (n = § members),
reveal that the most commonly used international CPG
development handbooks were identified.

The present document highlights and presents tools to
assist with the development of CPGs that meet the ILAE’s
high standards for quality and rigor, while taking into con-
sideration settings where resources may be more limited.
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