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1 | PREAMBLE

While detailed and heavily referenced guidelines and consensus
manuscripts are useful documents for the purpose of defining a point
in the historical evolution of clinical practice,' they can often be too
dense to be of a real value to front-line clinicians and may not always
be read from beginning to end. The purpose of this document is to
provide a concise description of the methodology for the upcoming
concise AF ablation guidelines document. This will be a comprehen-
sive guide to catheter ablation of AF written by a wide range of
recognized experts in the field under the umbrella of the European
Cardiac Arrhythmias Society (ECAS). ECAS is an independent society
founded in 2004 in Paris with the mission to promote high-quality
care in patients with cardiac arrhythmias.

By providing the methodology before publication for reference,
we can accomplish two tasks: (1) respond to the need for increased
rigor and transparency in guidelines production; (2) reduce the size of
the guideline document, and thus make it of greater practical value

for the clinician.

2 | WHY A PRE-PUBLICATION
DOCUMENT ON GUIDELINES

The potential benefit of guidelines can only be as good as the quality

45 and it is recognized that some of

of the guidelines themselves
these documents fall short of basic standards.®® Therefore, appro-
priate methodologies and rigorous strategies are important to favor
successful adoption of guidelines in daily practice. To this aim,
dedicated instruments have been proposed to favor the rigor and
transparency with which guideline documents are developed.®? The
main purpose of these instruments is to assess the quality of
guidelines, provide a methodological strategy for their development,
and clarify what information and how this information should be
reported in guideline documents.®?

When finalizing our document, we will comply with the methods
suggested in the instruments mentioned above. This includes a clear
identification of the scope, the role played by all participants, the
development methodology, its mode of presentation and possible
applicability in daily practice. We believe that by providing a
predetermined design and plan of activity, publication of the methods
in a separate manuscript will add to the rigor and transparency of the
final document. Prepublication of the methods used in preparation of
the final guidelines document is also intended for benefit to health
care providers, policy makers, hospitals, manufacturers, educators

and insurers.*°

3 | METHODS

Pre-publication of the methods used in the development of
the formal guideline document was undertaken following approval

of this strategy among all authors. The strategy of providing a

pre-publication manuscript is compliant with the suggestions for
guidelines production proposed by the World Health Organization
and other parties.**"1¢

The driving cause leading ECAS to engage in the present effort
was based on the intention to mitigate the mismatch between the
paucity of high-quality studies and the abundance of recommenda-
tions commonly released by scientific societies. Catheter ablation
represents a paradigmatic example in which, in spite of a few high-
quality studies, guideline and consensus documents are copious and
recommendations are overly articulated.

Therefore, the present guidelines will be developed in a
concise scheme preceded by a separate description of the
strategies adopted while developing the final document. Simplified
guidelines are also intended to reconcile medical practitioners with
the art of medicine’” by alleviating them from the obligation
generated by a large body of recommendations, rarely supported
by solid evidence.

3.1 | Criteria for recommendations
3.1.1 | General considerations

The present guidelines will adopt a simple method to distinguish
between 1, I, and Ill recommendation classes. No sub-classification
will be contemplated based on level of evidence. Similarly, use of
consensus among experts will be eliminated. In replacement,
elaboration of literature data will be made with the purpose to
heighten, when possible, the quality of documentation in those fields
where high-quality studies are missing. This scheme is designed with
the purpose of providing the practitioner with a dedicated custom-
built documentation that may facilitate clinical free-judgment in the
individual patient.

Alongside, flowcharts will be developed to facilitate a clinically
oriented approach. Flowcharts will indicate the stages along the
conventional work-flow where the use of catheter ablation is
recommended or not recommended based on the methodology

adopted in the guideline document.

3.1.2 | Criteria of classification

The guideline recommendations will be focused on the following two

main themes:

1. Favorability of practicing catheter ablation or not: whether and in
what circumstances the benefit of catheter ablation outweighs
its risk

2. The comparison of ablation strategies and means: whether and in
what circumstances the benefit of competitive ablation strategies
or techniques, including deployment, grouping, sequence of
ablation lesions as well as technical means, devices and energy

sources outweighs their risk.
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The three recommendation classes in the final document will be

defined as follows:

3.2 | Class |

Class | will indicate a recommendation in favor of the practice of
catheter ablation or of any specific ablation strategy or technique where
evidence of greater benefit versus risk is provided by high-quality
randomized multicenter controlled trials adopting pre-determined
working hypotheses and supported by sufficient sample sizes. High-
quality controlled trials will be those defined by a low Risk of Bias for all
crucial domains®®; a high precision of effect expressed by a narrow 95%

I*; absence of other contradicting similar high-

Confidence Interva
quality evidence'?; and, compliance with the principle of directness,
expressing the comparability between the population investigated in the
reference trial and the population to which the recommendation is
directed. Failure to comply with at least one of the above mentioned
quality criteria will result in down-grading of the ablation practice,

strategy or technique to a recommendation Class Il level.

3.3 | Class |l

Class Il will indicate recommendations in favor of the practice of
catheter ablation or of any specific ablation strategy or technique,
where evidence of greater benefit versus risk is not provided by high-
quality randomized multicenter controlled trials, as specified in the
paragraph on Class | recommendations. To qualify for this class,
evidence in favor of ablation practice, strategy or technique will need
to be provided by: (1) randomized multicenter or single center trials
that are not adopting pre-determined working hypotheses and/or are
not supported by sufficient sample sizes; (2) meta-analyses from
randomized clinical trials in which the investigated outcomes
represent pre-determined endpoints of the selected studies.

3.4 | Class

Class Ill will indicate recommendations against the practice of
catheter ablation or of any specific ablation strategy or technique,
as derived from high-quality multicenter randomized clinical
trials adopting predetermined working hypotheses and sufficient
sample sizes.

Notably, downgrading to a Class Il level of those recommenda-
tions from randomized clinical trials that failed to comply with at least
one of the quality criteria reported above will serve two purposes.
Firstly, readers will recognize in the class | level only those
recommendations that are corroborated by the currently recognized
highest level of quality. Secondly, researchers will be provided with
the opportunity to accurately recognize the weaknesses pertaining to
conditions listed in Class Il recommendations and overcome current

limitations by properly designed future clinical trials.

3.5 | Reasons for elimination of levels of evidence
and consensus among experts

While the motivations behind the introduction of “levels of evidence”
within each recommendation class are recognized, there are several
reasons why we elected to delete them from the general scheme of
our manuscript. Firstly, arbitrariness is already adopted to qualify
recommendation classes. In this context, subcategorization based on
levels of evidence adds further arbitrariness and, by so doing,
subtracts accuracy from the final document. Secondly, assignment of
different levels of evidence applies to conditions that, by definition,
lack the methodologic rigor required to be promoted to the level of
recommendation. Finally, the heterogeneity of methods used in the
various individual sources of information leads to disparities within
the same level of evidence group.

A further contributive element in the direction of reducing the
degree of arbitrariness introduced in guideline documents will be
represented by removal of the “expert consensus” modality from the
methods commonly used for compiling recommendations. Removal
of this methodology will also help to reduce the degree of inter-
expert variability in adjudication and perpetuation of the status
quo ante.

While removing redundant arbitrary interference, the authors of
this document intend to widen the field of the operator's decision
and mitigate the prevarication resulting from an excessively

populated and over-articulated recommendation scheme.

3.6 | Custom-made elaboration of literature data
for fulfillment of class Il recommendation scheme

Fulfillment of a class Il recommendation scheme represents a most
challenging segment in guidelines document development. This is
mainly due to the fact that this segment is the one least supported by
scientific evidence. To compensate for this limitation, most scientific
societies tend to adopt articulated schemes that: (1) sub-categorize
class Il recommendations into those for which evidence is in favor (A)
and those for which evidence is against (B); and, in some
circumstances, (2) provide de-escalating levels of evidence (usually,
a., b, an ¢) in any sub-category.

In keeping with the scope of a simplified presentation scheme,
sub-categorization and levels of evidence for class Il recommenda-
tions will be removed from our guideline document. In their place,
evidence in favor of catheter ablation or similarity of efficacy and/or
safety of competitive ablation strategies or techniques will be derived
from: (1) randomized clinical trials with no predetermined hypotheses
and/or insufficient sample size; (2) targeted meta-analyses elaborated
by the authors of this document with the purpose of generating
higher quality information than it is present in the literature. To this
aim, targeted meta-analyses will be carried out by extracting relevant
information from equivalent studies with individually insufficient data
on clinically or technically relevant aspects of atrial fibrillation

ablation.

51017 SUOLULLOD SAITER.D) 3|1 jdde Uy Aq pauieB a2 SO YO 95N J0 S9N 10y AXeiq 1T 8UIIUO AB]1A IO (SUO1HIPUGO-PUB-SLLLBILLIOY" A8 I AZR.q]fpu U0/ SdL) SUOTIPUOD P S 13U 39S *[1202/60/62] U0 A1 8UIIUO ABIIM BUIIDBURILI0D AQ #GZQT 80 I/TTTT OT/I0p/w00 Aa | ARRIq1 PUIIUO//ScY Wo1 Papeojumod 2 ‘¥Z0Z *L9T80VST



CAPPATO ET AL

WILEY—L 2%

The meta-analysis section of the present guidelines will be
accomplished by a designated team within the group of authors. To
this aim, data available in the literature of the last 10 years that are
possibly in favor of catheter ablation or compare efficacy and/or
safety among competitive ablation strategies or techniques will be
extracted and elaborated according to the conventional methods
used in meta-analyses studies. When applicable, the results of these
meta-analyses will be used to enhance the quality of the scientific
source to guide the authors in the selection of Class Il recommenda-
tions. The questions to be addressed by these systematic reviews

will be:

1. What is the impact of catheter ablation of AF on clinical
outcomes?

2. What is the best technology/energy source to perform PV
isolation?

3. What is the best lesion set or combination of lesions set for
treating persistent AF?

4. What is the best anticoagulation management before and after
catheter ablation of AF?

More details on the PICO for each question and systematic
review methodology will be provided on the protocols published on
PROSPERO.2021

The present guideline protocol on the website—PRACTICE
guidelines REGISTRATION PLATFORM www.guildeline-registry.org.

4 | MANUSCRIPT ORGANIZATION

After an introductory note, three brief paragraphs will be dedicated
to the electrophysiological rationale of catheter ablation of AF, the
description of AF types, and the ablation techniques and technologies
available for clinical use in 2024. Recommendation tables and figures
will follow. They will be developed based on the methods described
in the paragraph “Criteria for recommendations.”

A subsequent paragraph will provide a descriptive table with
outcome data from most relevant studies for readers' consultation.
Data report will be categorized based on sub-groups of clinical
interest, such as, for example, efficacy on and off antiarrhythmic drug
use or based on type of AF, energy form and ablation design. A next
paragraph will be dedicated to the peri and postprocedural antic-
oagulation therapy, whereas a following paragraph will be addressing
procedure-related complications. A paragraph will then be dedicated
to ablation designs other than pulmonary vein isolation for which
evidence in favor of benefit is missing or elusive. They include linear
lesion deployment as well as complex fractionated atrial electrogram
and ganglionated plexi ablation. One paragraph will then be
dedicated to substantiate the rationale for a concise guideline
document and outline its main differences as compared with previous
documents in the target field. Two final paragraphs will be dedicated
to a summary of the document, and to gaps in current knowledge and

pending items in catheter ablation of AF.

Supplementary material will provide, where necessary, detailed
information relative to the items concisely presented in the main
document. Detailed information on the searches and results will be
provided with the systematic reviews. Information on the voting
process and discussions between guideline panel members will be
reported in this section, alongside with the comments and issues raised
by the document reviewers. In addition, a table will be presented
incorporating all relevant ongoing clinical trials in the field of catheter
ablation of AF. This table is intended for providing an accurate
perspective on which clinical and technical aspects are currently being
investigated in this field. Answers from the questions raised in ongoing
trials will contribute to improve our knowledge in the next future and
will likely provide high-quality information to be implemented in a next
guideline document from this and other groups.

Finally, an internal review of the final document will be
performed by a group of experts (Review Committee) designated
by ECAS. Aim of this group will be to verify that the final guideline
document corresponds to the current recommended standards of
scientific society document production.

We plan to update guidelines relative to catheter ablation of AF
in 5 year time or before, if a significant body of evidence will be
gathered as to make the currently planned guideline document
obsolete. We will update the systematic reviews, and add/remove
questions raised by professionals at that specific time. Similar to the
scheme adopted here, a prepublication manuscript will be produced
ahead of the main guideline document to describe the plan and the

methods used in preparation of the next guideline document.
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