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One of the most important tasks of a scientific society is the development of clinical practice guidelines
(CPGs). The objectives of CPGs are to improve the quality and efficiency of healthcare, to reduce
unjustified variations in the practices of diagnosis and treatment, and to improve patient outcomes. In
order to fulfil these objectives, CPGs have to be evidence-based and therefore need to be developed
through an unbiased process, consisting of systematic reviews, a standardised evaluation of the evidence
and transparent evidence to decision (EtD) process. The European Respiratory Society (ERS) is committed
to the development of the highest quality CPGs [1] and adopted the GRADE (Grading of
Recommendations Assessment, Development and Evaluation) approach [2], which ensures that the ERS
CPGs meet most of the Institute of Medicine standards for defining “trustworthy” CPGs [3].

GRADE is a transparent, evidence-based approach to CPG development and it requires systematic reviews
to be conducted for all the questions for which recommendations are going to be proposed [2, 4]. These
questions should be formulated in the PICO format (patient, intervention, comparison, outcomes) and are
identified by the panel of participants in the CPG. The panel itself needs to comprise all of the caregivers
and stakeholders involved, including patients, experts, field professionals, policy-makers, etc. All of the
panellists need to participate in the development of the questions to be considered. Since conducting
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thorough systematic reviews for each question requires time and resources, the number of PICO questions
that can be addressed in a CPG is limited by necessity. Consequently, there is a risk of producing CPGs
that are just answers to a list of a few questions, without having the connecting “lines between them”. This
type of guideline, albeit methodologically rigorous, may not be so useful for the practising clinician, who
still has to connect the dots between the questions and make decisions on several aspects that may not be
covered in the final document [5]. This situation may leave the clinician uninformed about relevant
aspects of daily practice and will force the assumption of decisions for which there is not any hint on what
might be the best option [6]. For the majority of these situations, the members of the panel are still in a
better position to make a recommendation to the clinician, since they have accumulated a great deal of
clinical experience and have dedicated time and resources to consider all the available information in the
process of developing the CPG. However, the challenge is to make CPGs more useful (and user-friendly)
to the practising clinician, while maintaining the rigour, the high scientific quality and minimising the risk
of bias [7]. It has to be ensured that all recommendations are based on the best available evidence, even
when thorough systematic reviews are not feasible for all questions. This evidence has to be complimented
by clinical experience and the process of combining all the different information and reaching
recommendations has to be fully transparent. Costs and applicability issues also need to be considered.

These concerns have been considered by other CPG developers. As an example, the American College of
Chest Physicians (CHEST) has established what they call a hybrid process that includes evidence-based
recommendations developed by the GRADE methodology [8] and, when the evidence is insufficient for a
guideline, it can be combined with a Delphi process for consensus achievement resulting in trustworthy
consensus statements [9]. CHEST recognises that clinicians seek guidance for some important problems
for which insufficient research prevents the establishment of fully formalised evidence-based guidelines.
For such cases, they have developed a structured approach including a systematic review of literature and
the participation of rigorously vetted and entrusted experts [9]. Among other options to change CPGs
development, ScHOENBERG et al. [10] proposed the new CORE (Convergence of Opinion on
Recommendations and Evidence) process, by which they try to discriminate, early during guideline
development, recommendations that should be formed by a systematic review and those that can be based
upon expert consensus. The CORE process is a modified Delphi process. When it was applied to a panel
of participants during CPG development it was observed that, when a threshold of 70% agreement was
required for a given recommendation, more than 80% of the analysed questions yielded recommendations
and the recommended courses of action were 98.2% concordant with those obtained previously for the
same PICO question through the whole GRADE methodology [10]. Therefore, the authors of the study
proposed the CORE process as an early step in guideline creation, and that questions which reach 70%
agreement on a recommendation could be accepted, avoiding a lengthy systematic review [10]. However,
this methodology may have some issues and would need further prospective validation [11].

Based on the discussions of the Guidelines Working Group and the Science Council of the ERS it was
decided to implement a new process for the development of CPGs. The basis of the new process can be
summarised as follows. 1) PICO questions and full systematic reviews will still be the focus of the
guideline, and they will be used as the basis to provide recommendations following the GRADE
methodology and according to the Institute of Medicine standards. 2) There are some relevant clinical
questions that may not have been addressed in randomised trials or cannot be formulated as PICO
questions. For instance, questions regarding the type and frequency of disease monitoring, specialist care
referral, environmental, hygiene or lifestyle interventions, treatment selection in case of specific
comorbidities or drug interactions, or when trying to establish a hierarchy of different drugs that might all
be recommended for the same indication, without comparative head-to-head studies. In these situations, a
summary of the best available evidence, other anticipated benefits or harms beyond study results, drug
pharmacological properties or intervention characteristics, and factors such as acceptability, availability,
feasibility and equity may well justify a recommendation without a full systematic appraisal of the
evidence. 3) For both types of questions (i.e. PICO and non-PICO) the EtD framework will be used to
clearly and transparently document what kind of information has been used in order to establish the
recommendation [12]. 4) This process will result in more complete and useful documents that will include
algorithms and decision trees, which can then be more efficiently translated into pocket-guideline format,
apps, etc., facilitating optimal dissemination and implementation of the CPG. The aim is to help the
clinician make the best decisions quickly and effectively, while keeping the high quality and
evidence-based nature of the CPG. The new process for creation of CPGs is summarised in figure 1.

A practical example of how this new approach can be used to improve CPGs may arise from the recent
ERS/American Thoracic Society CPG for prevention of exacerbations of chronic obstructive pulmonary
disease (COPD), which was based on five PICO questions [13]. In this document, three different oral
treatments were recommended for prevention of exacerbations of COPD with the same strength of
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FIGURE 1 Overview of the new process for creation of clinical practice guidelines. PICO: patient, intervention,
comparison, outcomes.

recommendation and level of evidence; therefore, which one should be used first? Or can they be used
simultaneously? Or is there any preference according to different types (or phenotypes) of patients? Such
relevant practical questions could not be addressed in a PICO format and could not easily and in a timely
manner be evaluated through complete systematic reviews and by applying the full GRADE methodology.
The answer to these practical non-PICO questions must be based on a literature review; however, this
review will be narrative or pragmatic rather than systematic and it will be complemented by a description
of usual clinical practice and the experience of the panel members. This new process of CPGs creation
requires a priori selection of the questions to be developed based on a thorough systematic review and the
application of the full GRADE approach and those that will be narrative, based on the type of question.
The role of ERS methodologists will be crucial to ensure that the selection is unbiased and the EtD
framework is followed and clearly documented [12].

The advantages of this new approach will be that the CPG will be more adapted to the complexity of
clinical decision making, and should be better understood and accepted by clinicians; however, there is a
risk if the right questions are not based on full systematic reviews and full GRADE evaluation. In
particular, comparative questions must be addressed using the PICO format and via full systematic reviews
of the literature and grading following GRADE, especially those from areas in which: 1) there might be a
lot of new evidence; 2) there is controversy or disagreement between clinicians; or 3) when new, expensive,
aggressive, burdensome or highly specialised interventions have to be evaluated. The questions selected to
be answered in a more pragmatic or narrative way will be complimentary to the main PICO questions.
They will either focus on background factors, such as aetiology, or on practical considerations, such as the
hierarchy of administration of different drugs. By using the EtD framework for these questions [12], we
will ensure that all the factors that are considered for each question will be clearly documented. Research
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evidence will always be used to answer our questions by conducting pragmatic literature reviews, and any
other considerations taken into account will be transparently shown on the EtD. The implementation of
this new approach will follow a careful monitoring and evaluation of the documents produced.

The balance between high-quality evidence-based CPGs and making these guidelines useful for clinicians
can be challenging. At ERS, our ultimate target is improving patient care. Giving complete and useful
guidance to clinicians in a timely manner is one step towards this goal. However, important challenges
remain, so as to ensure that a CPG adequately answers the selected questions from the perspective of the
end-users, and how to assess the impact of the CPG in the real-life care of the targeted patients.
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