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Introductie: Zorginstituut Nederland is een ziektemodedn het ontwikkelen voor de behandeling van
atriumfibrilleren (AF) om de kosteneffectiviteit van behandeling met antiarritmica te vergelijken met
behandeling met katheterablatiénputparametersvoor effectiviteit en veiligheiddan de behandelingen
voor dit model worden (deels) gebaseerd @en systematisch literatuuroverzichHet doel van dit
literatuuroverzicht isdus het samenvatten van de effectiviteit en bijwerkinggan antiarritmica,
katheterablatie en deonderlinge vergelijking bij paénten metAF. Hierin wordt onderscheid gemaakt
tussen patiénten met paroxysmaadf persistentAF, en patiénten die naietijn voor behandelingn
patiénten die al eerder behandeld zijn met antiarritmica en/of katheterablatie.

Methoden: Om deze onderzoeksvraag te beantwoorden, wordt eender literatuuroverzicht van de
Whl GA2Yy | F2MNy & &k & dekS | y RINICE) dépulice®rd inSaprii S0g1ge8@ate en
uitgebreid metstudiespassend bipnze PICCH Referenties uit het NICE rapport diehandeling met
antiarritmica vergeleken met ieder type katheterablatie (of een mix van verschillende types) werden
geidentificeerd uitabellen met geincludeerde studies een lijstvan geéxcludeerde studies. Voor de
update isin oktober 202 een nieuwe zoekopdracht uitgevoeid MEDLINE, Embase en Cochrane
CENTRALTitel en abstractscreeningen daarna de beoordeling van het volledigatikel, werd
onafhankelijk van elkaadoor twee onderzoekersiitgevoerd Discrepanties werden opgelostiddels
ondetring overlegof door een derde onderzoeker.

Studiekarakteristiekerpopulatiekarakteristieken eimformatie over de interventieenvergelijkingsgroep
werden geéxtraheerd uit alle geincludeerde studie®aarnaast werden resultaten vooelevante
uitkomsten géxtraheerd,bij voorkeuralsgemiddelde met standaarddeviatper groepaan het einde van
de studievoor continue uitkomsten en aantdeelnemersmet de uitkomstvoor dichotomevariabelen
Kwalliteit van de studies werd beoordeeld met de Cochrane Risk of Bias Pidwtomevariabelendie
gepoold konden worden, werden geanalyseerd met een frequentistische gepaardeamadigsevoor de
proportie patiéntenmet de uitkomstper groep en het relatief risico tussen de groep€nor de cotinue
uitkomsten werd een frequentistische gepaarde meisalyse gedaan op het gemiddelde verschil tussen
de twee groepen.

De GRADHethodologie werd toegepast om de zekerheid van het bewijs te beoordBElles combinatie
van populatie en uitkomst werd beoordeeld op beperkingen in onderzoeksopgeto( opvertekening
ob#d)), inconsistentie, indirectheid emprecisievan het bewijs.

Resultaten Er werden 19 relevante referenties geincludeerd uit het NICE rapport, en de zoekactie leverde
nog 12 extra referenties opin totaal werden dus31 referenties voor 22 studies geincludeebikrtien
studies hiervan includeerdedeelnemersmet paroxysmaalF, twee studiesincludeerdendeelnemers

met persistentAFen zeverstudiesincludeerdeneen mix van beideHet risico op bias werd bij 20 van de

22 studies beoordeeld als hopgeestal door het feit datleelnemerdijdens de studie mochten wisselen

van behaxeling.



e Cochrane
. Netherlands

PAG12YadSy YSG SSy @SNEBStA21Ay3a (dzaaSy RSl {w3s 3N
2F WK223Q 61 as ¢ 2/NAR Sfffctivikelt SadJ deddleliaBdSlingordénivwe dat er
waarschijnlijk meer terugkeer is van (symptomatiséttj bij behandeing met antiarritmica dan bij

behandeling met katheterablatitn deelnemersmet paroxysmaalAF waarvan sommigeleelnemers

eerder behandeld waren met antiarritmican alle deelnemerseerder behandeld waren met
katheterablatie (elatief risico [RR] 2,2285% betrouwbaarheidsinterval [Bl] 1,61 tot 2,80; 1 studiEt

deelnemers; GRADE: matigpaarnaastzijn er waarschijnlijk meer ziekenhuisopnasmeoor AF bij

behandeling met antiarritmica ideelnemersmet paroxysmaal AFRR 2,61; 95% BI 1,31 t6{23; 4

studies, 1073 deelnemers; GRADE: mafgis waarschijnlijgeen verschil ikwaliteit van leven gemeten

met de EQ5D index scoréd 3SYARRSE R @S NHE OK A £-0,08 93EBI0y04 tROPEFENB Yy OS Q
studies, 935 deelneme; GRADE: matigle EQ5D VAS scodD-3,63; 95% B5,97 tot-1,28 6 studies,

1360 deelnemers; GRADE: matig SFo ¢ WY Sy il £ 02 YIMR:y196 85%BBA0Yd-NE Q

0,13; 6 studies, 1070 deelneme@BRADE: mafjgnde Slo ¢ WLIK @ A A O f OMMDLRBROZSY (I & dz°
95% Bt3,82 tot-0,35; 6 studies, 1070 deelnemers; GRADE: natigen de twee groepen iheelnemers

met paroxysmaal AF.

Voor herhaalde ablatie, serieuze bijwerkingen die alleen gerelateerd waren aan katheterablatie en
medicijngerelateerdebijwerkingen door antiarritmicayerdenalleende proportiesdeelnemers met de

uitkomst beoordeeld en deze konden vastgesteld worden met een zekerheid van beavigend van

Wi I | 3Q Deviorndaihgeread@mdat sommige uitkomsten uitkwamen agenWt | 3SQ 1T §1 SNXK
van bewijs ween inconsistentievande resultaten tussen studies en indirectheid van het bewijs.

Discussieln dit systematische literatuuroverzicht hebben tvewijs voor het effect van antiarritmica en
katheterablatie voor de behandeling van atriumfibrilleren samenges vondendat behandeling met
katheterablatie vaakbeter was dan behandeling met antiarritmicgekeken naarterugkeer van
(symptomatische) AF, hospitalisatie met AFrartaliteit (met verschillende zekerheden van bewijs).
Daarnaaspresenterenwe gegevens met betrekking tot de frequenie Maijwerkingen varantiarritmica
en katheterablatie. Deze informatie zal worden gebruikt als input vooAF ziektemodelen van het
Zorginstituut Nederland

Er zijn tijdens de dataxtractie en analyse verschillende keuzes gemahét belangrijk zijn bij de
interpretatie van het bewijs, zoatie inclusie van studieset specifiekepopulaties Daarnaasts er door
het toepassen van een continuiteitscorrectie bij studies metuitklomstenin een of beidegroepen een
lichte inflatie van de proportie bij het combineren van twee of meer studiem slotteis er bij de
interpretatie van de zekerheid van het bewijsorzichtigheid geboden omdat het voor de proportie
uitkomstenniet mogelijk was om imprecisie te beoordelen eventueel te downgraden hiervoor.



e Cochrane
. Netherlands

The National Health Care InstitutZdrginstituut Nederland)is developing aliseasemodel for atrial

fibrillation (AF)in the context of the projec’5 2 2 NRBYy G gA {1 St Ay 3 LI 11SG06SKSSN.
T AS71GSYdHs Sisehss piddle will be used for assessing -effictiveress ofcatheter ablation
versusantiarrhythmicdrugs This model needs input parameters for the efficacy adgerse events of

the interventions, which will be (partly) based orsystematic review antheta-analysisof the relevant

medical literature

The objective of this systematic review and mataalysis was to summarize the efficacy and adverse
events ofantiarrhythmicdrugs(AAD) catheter ablatiorand AADcompared tocatheter ablationfor the
treatment of AE To answer this question,distinction was made between paroxysmanhd persisteniAR

as well as populationsaive or previously exposed to either or both treatmenesulting in six different
PICO%(Table ).

Table 1. PICOTS
Population

Patients with paroxysmal AF not previousiated
Patients with persistent AF not previously treated
Patients with recurrent paroxysmal AF after treatment with AAD
Patients with recurrent persistent AF after treatment with AAD
Patients with recurrent paroxysmal AF after treatment wititheter ablation
Patients with recurrent paroxysmal AF after treatment with catheter ablation
. and 2Any type ofAAD in the first line of treatment
. and 4. Any type of AAD in the secblide of treatment
. and 6. Any type of AADtime second line of treatment
. and 2Any type of catheter ablatioim the first line of treatment
. and 4. Any type of catheter ablation in the secbiimt of treatment
. and 6. Rablation with any type of catheter
Recurrence of symptomatic atrial fibrillation
Ischemic stroke or systemic embolism
- Hemorrhagic stroke
- Transient ischemic attack
- Heart failure incidence or deterioration
- Hospitalization with primary diagnosis atrial fibrillation
- Emergency room visits related to atrial fibrillation
- Lifethreatening/major bleeding
- All-cause mortality
- Repeat ablation (catheter or surgical)
- Serious adverse everts
- Medication sideeffects
- Discontinuations due to sideffects
- Quality of life(AFEQT, EQD, SF36)

Intervention

Comparator

VwrlowRoo SN R

Outcomes
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- Physicafunctioning(SF36)
Timing Not specified
Study design Randomized controlled trialRCTSs)
1Secondine of treatment or later.
2 Serious dverse eventaind medication sideffectsbased on the international standard set of outcomeasures
for patients with atrial fibrillation(1)
Abbreviations: AADantiarrhythmicdrugs AF: atrial fibrillation AFEQTatrial fibrillation effect on quality-of-life;
EQ5D: EuroQol 5 dimension®CTs: randomized controlled triakk36: 36-item short-form health survey
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This systematic reviewvas reported following thePRISMA (Preferred Reporting Items for Systematic
reviews and MetaAnalyses) guidelirsg2).

3.1 Identification and selection of studies

To answer theeviewquestion, an existing review performed by the National Institute for Health and Care
Excellence (NICE) the diagnosis and managementARwasused as a source of relevant primary studies
(3). From the tables of included studies, astydy that comparednedical therapy t@anytype of catheter
ablationin a population that did not consist of only heart failure diabetespatients, was included.
Studies focusing on the previously mentioned populations were deenesitecific to reflect the general
population ofAFpatients and werghus excluded.

SinceNICEdecidedto analyzethe different types of catheter ablation separately, they excluded any
studies in whictparticipants could have receivedore than one type of catheter ablatioonsidering

our analysesvere not split on type of catheter ablation, we also reviewed their excluded studies to see if
studies that were excluded based on a combined intervention were eligible for our review.

As the search datfor the NICE reporvasSeptember 10, 202Q an update of this reviewasperformed

to identify studies published after this dat8ince wewere only interested in primary studies, the search
stringmade by NICRBasadjusted slightly to exclude systematic revievslditionally, wedid not search

for reviewsin Epistemonikos, anale only searcheih MEDLINE, Embase and Cochrane CENTRAL (from
January 1, 2020.

MEDLINE and Embase were searched on Octob8r 2224,and Cochrane CENTRAL on Octobé&t 23
2024, using keywords andledical Subject Headings (MeSit)Emtreeterms relating to AR, catheter
ablationand randomized controlled trial®ppendix 1)Articles were agible for inclusion if theywere
randomized controlled trials thatomparedAADto any type of catheter ablation (or a combination
thereof) in a general population &Fpatients and reported on any of the outcomes mentioned in the
PICOT§&rable 1)Systematic reviews and metmalyses were included when screening tidad abstract

to later use thento identify potential additional relevant references of primary studies.

Review authors independently screened references in duplicate, first on title and abstract and
subsequently on full t&. Disagreements were solvéldrough discussion dry consulting a third reviewer

3.2 Dataextraction andquality assessment

Data extraction and risk of bias assessmasing the Cochrane Risk of Bias 2 tool (RoB4)2)vas
performed by one reviewer and verified by a second reviewer. Any disagreements between the two
reviewerswere resolved through discussion between them or through group discusflata were
extracted onstudy design, study datefiynding, conflicts of intereskligibility criteria (ncluding type of

AF line of treatment and previous exposure to catheter ablation an&aD), population characteristics
(including age, sexweight, inclusion of heart failurepatients, CHADS-VASc scoreand use of

11
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anticoagulant} information on the intervention and@omparator, any crossover between treatments
during the studyand outcome informatior(including duration of followup). For studies that reported
outcomes at multiple timeghroughout followup, a followup time of one year (i.e. 52 weeks) was
preferred for all outcomes.

For continuous outcomes (only quality of life and physical functionvmg extracted the total number of
participantsanalyzed per treatment group, as well @asneasure of averagecoreand spread per group
(preferably mean with standard deviation [SOHpr quality of life, only the overall score on AFEQT, the
visual analogue scale (VA®) index of the E€D and the physical component summary, mental
component summary and physical functioning domain of the@ere extractedIf a followup result
with measure of spread was available, this was preferred over a change(Sgdfer discrete outcomes
(all other outcomes), we extracted the total number of participants analyzed per treatment group, as well
as the number of participants who experienced an evéd.some outcomes were only relevafior
catheter ablation (repeat ablation arskveralserious adverse events), we also extracted the number of
participants that crossed over frodADtherapy to catheter ablation during the followp of the study
and analyzed these together with the participants in the catheter ablation treatment gidegication
side-effects and discontinuations due to sigédfects were only analyzed for thADtreatment group.

3.3 Analyses

Characteristics of included studies were presented in tahfesstudy qualityvaspresented graphically.
For dichotomousoutcomes that could be poolednd for which outcome data was available in both
treatment groups a frequentistpairwise meta-analysis was performedn the proportionof events in
both treatment groups, as well as the relative riskthe AADtreatment group compared to theatheter
ablationtreatment group.For outcomes that were only applicable eoe treatment group (eitheAAD
treatment or catheter ablation), onlgventproportions were analyzedVhen analyzing proportions, only
studies with outcomes reported at 52 weeks were includeeénsure comparability and usability in the
economic modelExceptions to this were made fogpeat ablation during the blanking period (in which
follow-up was always 113 weeks)and serious adverse events that applied only to catheter ablation,
because these were expected to happen shortly afterprocedureFor continuous outcomes that could
be pooled, a pairwise metanalysis was performed for the mean difference (MD) between groups.

A randomeffects metaanalysiswith restricted maximum likelihood estimatevas used except when the
number of studies that could be pooled was smaller tfigg, in which casa fixedeffects metaanalysis
was used(5). In the case of randormeffects metaanalysis, dr outcomes without zero events in either
treatment groupsthe KnappHartung method was usegether with the restricted maximum likelihood
estimator (6). For studies with zero events in either or both treatment groups, a continuity correction of
0.5 was appliedThe results of the metanalyseswere presented asa mean proportionwith 95%
confidence interval and5% prediction interval (for randonreffects metaanalysis) oronly a 95%
confidence interval (fofixed-effects metaanalysis)per treatment groupor a relative risk with95%
confidence interva{and 95% prediction intervalpr the AADtreatment group compared to the catheter
ablation treatment group

12
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For several outcomes thdistinction between the types oAF (paroxysmal and persistent) afud the
previous exposure to the two treatment options (haive or exposedeemed less relevargnd hence
multiple groups were analyzembgether (Table 2)For outcomedor which it wasdeemed relevant to
analyze populations with paroxysmal gdparatelyfrom persistent AFmixed populationsvere classified
to either paroxysmal AF or persistent AF when the respegereentage oincludedparticipantswith
this type of Arexceeded 70%.

Table 2:Combination of populatiors the analyses
Outcomes) Type of AF Previousexposure  Previous exposure

_ (paroxysmal/persistent) to AADs to catheter ablation

Recurrence of symptomatic AF Split Split Split
Any type of stroke Split Combine Combine
TIA Split Combine Combine
Heart failure incidence or Split Combine Combine
deterioration

Hospitalization with primary Split Combine Combine
diagnosis AF

Emergency room visits related to AF Split Combine Combine
Lifethreatening/major bleeding Split Combine Combine
All-cause mortality Split Combine Split
Repeat ablation (catheter or surgical Split Split Split
Serious adverse events Combine Combine Split
Medication sideeffects Combine Split Combine
Discontinuations due to sideffects = Combine Split Combine
Quality of life (AFEQT, E&D, SF36)  Split Combine Combine
Physical functioning (SB6) Split Combine Combine

Abbreviations: AADantiarrhythmicdrugs AF: atrial fibrillationAFEQTatrial fibrillation effect on quality of life;
EQ5D: EuroQol 5 dimensions;-3&: 36item shortform health surveyTIA: transient ischemic attack.

All analyses were performed usimRstudio versior2024.12.0+4677) using theWNX' I Q | YR WLINB
functions from thepackage metafo(8). A pvalue <0.05 was considered statistically significant.

3.4 Certainty of evidence

Thecertainty of the evidencavas rated using the GRADE (GradingRe€ommendations, Assessment,
Development and Evaluatiog approach(9) that considers risk of bias, indirectness, inconsistency,
imprecision, and publication biaghen determining the level of evidence for a particular outcofrer
grading of the evidence, we mainly followed theme assessment criteria as were used in the NICE report
(10) (see below)For dichotomous outcomes,hven a relative risk was available for a particular outcome,
we graded the relative risk. If not, we graded the proportions of events (per treatment group if applicable).

1 Risk of biasf more than half of the included studies for an outcome had a high overall risk of bias
we downgraded once. If more than half of the included studies had a high risk of bias for the first
domain (risk of bias arising from the randomization process), avendraded twice.

9 Indirectness:indirectness in individual studies could arise from the inclusion of only elderly
participants (> 60 years or > 65 years), the classification of mixed populations to either paroxysmal

13
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or persistentAF, or an outcome definition that did not exactly match the outcome from the
PICOTS (i.e. AF recurrence insteasyafptomaticAF recurrence). If more than half of included
studies hadne source of indirectness, we downgraded once. If more than half of studies had two
sources of indirectness, we downgraded twice.

1 Inconsistencyif the P of a pooled outcome was 504%, we downgraded once, and if it was 75%
or more, we downgraded twice.

1 Imprecision:

0 Relative risks (except mortality)ve downgraded once if the confidence interval of a
relative risk crossed either the minimal important difference (MdDP.8 or1.25 and
downgraded twice if the CI crossed both.

0 Relative risks (mortalitywve downgraded once if the confidence interval of the relative
risk crossed the line of no effect (i.e. RR = 1).

o Continuous outcomes: the MIDs were taken as half the median of the baseline standard
deviation (or the follow-up score for the comparator group if not availabl) that
outcome (on both sides of the line of no effect), and we downgraded once if one of the
MIDs was crossed by the Cl and downgraded twice if both MIDs were crossed.

o Proportions: for the outcomes in which the proportionka single treatment grouprere
graded,we did not downgrade for imprecision, as we did not hawy MIDs available.
Therefore,it was also not possible to give a target of certainty for these outcomes.

The GRADE certainty of evidengas presented for each outcome and population combination (where
applicable), and a target of certainty was added whenfithal grading was something other than very
low. For effect statementswe followed GRADE gdance for informative statements to communicate
systematic review findingd.1).
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4.1 Study selection

We identified 22 recordérom the NICE reviewhat seemedrelevant for our review, of which one could
not be retrievedand two were excluded based on full tegine excluded on the comparatgt2), the
other on outcome(13)). The search strategy yielded 1490 unique records that were screened on title and
abstract.Of the 93 reportsthat were sought for retrieval38 were retrieved. Full text screening of these
records yielded an additionaRXecords, sB1 reports on 22 studies were includedthe review(Figure

1). Reports weremainlyexcluded orpublication type and outcomelhe latter usuallyneanta posthoc
analysis that did ngbrovideadditionalrelevantoutcomes compared to the main publicatidReferences
excluded on publication type were mbgsystematic reviews and metnalyses that were used as source
for potential additioral relevant recordsAn overview of excluded studies with reasons for exclusion can
be found in Appendix 2.
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Identification of studies via databases and registers

)

Identification of studies via other methods

c
-% Records identified from: Records removed before R ds identified from:
3] MEDLINE (n = 908) screening: eCNOIrCISEIr:noIrtIe(n _rozrgj
= Embase (n = 1128) Duplicate records removed S stemapt'c o .; s(n=0)
o CENTRAL (n = 752) (n = 1298) y Ic reviews (n =
o
)
Records screened o] Records excluded
(n = 1490) (n=1397)
! I
Reports sought for retrieval .| Reports not retrieved Reports sought for retrieval Reports not retrieved
=2 (n=93) | (n=5) (n=22) (n=1)
s
(]
(0]
: : |
N
Reports assessed for I .
eligibility Reports excluded on: Reports assessed for eligibility Repg:)t;e;gltlgfdno_n-l
= Language (n = 2) (n=21) p (n=1)
(n = 88) duag Outcome (n=1)
Publication type! (n = 62)
Study design (n = 1)
Comparator (n = 1)
Outcome (n = 10)
—
S Studies included in review
S (n=22)
T Reports of included studies
= (n=31)
e’/

Figure 1: PRISMA flow diagram
1Systematic reviews and metmalyses were used to identify additional relevant records
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4.2 Description of included studies

We included 22 studies, of which3 were performed in participants with paroxysmaF, two in
participants with persistenAF, andsevenin a mixed population (Appendix Jevenrstudies investigated
AADor catheter ablation as firdine treatment, while13 studies included participants with previous
exposure to therapyln one study previous exposure to therapy was mixed, and for another it was not
reported. Most studies investigated radiofrequency as the type of catheter ablatidns{udies), while

the others useckither cryoballoon 6 studiesd or a mixture of different type<(studies.

The total number of randomized participants ranged from 60 to 2204 (median [b88)ded participants
had a median age &7.8 years (IQB5.460.8 years)On average 68% of included participants were male
(IQR63-77%) and of thenine studiesthat reported BMI, the median was 28.1 kg/ifiQR27.1-30.0
kg/m?.9 A 3KG aiddzRASAE NB CRARGFAR scArgandLill tieBeAistQdiek,)lary aveiage of
35%of participantshad a scoreequal or greater than ZIQR 192%).All baseline characteristics per
included study can be found in Appendix 4.

4.3 Risk of biasn included studies
Twenty studies were assessed to be at overall high risk of bias, one at some concerns and no studies had

an overall low risk of bia@-igure 2, Appendix 5The main reason fdhe high risk of bias in all studies
was bias due to deviations from intended interventions. This was due to participants switchingAidm
therapy to catheter ablation during the study, and/or participants who had catheter ablation also
receivingAADduring followup. This was the case for most outcomes, exceptABrecurrence, which

was not always at high risk of bias for this domain if the crossover to another treatment was only
permitted after recurrence bAFhad occurred Additionally this appliedto outcomes that were only
applicable to one treatment group (either catheter ablation or AAD), where we assumed the outcome
was always caused by catheter ablation or AAD, respectively.

Bias arising from the randomization process

Bias due to deviations from intended interventions
Bias due to missing outcome data
Bias in measurement of the outcome

Bias in selection of the reported result

Overall risk of bias

0% 25% 50% 75% 100%

. Low risk D Some concerns . High risk

Figure 2: Summary of risk of bias assessment
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Of the 22 includedstudies,all but one reported on one or more efficacy endpoiriEsghteen studies
reported on repeat ablation, either during the blanking period, after the blanking period ordmdhon

one or more serious adverse evenidedication sideeffectswere reported byonly five studies, and any
measure of quality of life b5 studies See Appendix 3 for an overview of outcomes reported by each
study. In the following subsections, mainly theS5 & dzf 6§ & A GK | Dw! 59 Nbd Ay 3
highlighted(unless otherwise statedAll results can be found in Appendice$h

4.4.1Efficacy
- Recurrence ofsymptomatiq atrial fibrillation

0 Moderate certainty: There iprobably more recurrence of (symptomatic) AF when
treated with AAQthan with catheter ablation in the group of participants with paroxysmal
AF who had mixed previous exposure to AAD and were all previously treated with
catheter ablation (RR 2.12, 95% CI 1.61 to, 2.&dudy, 154articipants.
0 Low certainty: Therenay bemore recurrence of (symptomatic) AF wheeated with
AAD than with catheter ablatiom the group of participants with paroxysmaFwho
received these as first line treatmefRR1.76, 95% CI 1.34 to 2,38 studies, 1122
participantg, in participants with persister&AF who werenly previously exposed to AAD
(RR1.62, 95% CI 1.40 to 1,82 studies, 853 participantand in a population with
different types of AF with mixed previous exposure to AAD and unclear previous exposure
to catheter ablationRR2.04 95% CI 1.51 to 2,786 study, 96 participanjs
- Hospitalization with primary diagnosis atrial fibrillation
0 Moderate certainty: There isrobablymore hospitalization when treated with AAD than
with catheter ablation in the group of participants with paroxysmal(RR 2.61, 95% CI
1.31 to 5.234 studies, 1073 participants
- Emergency room visits related to atrial fibrillation
o0 Low certainty:Theremay beno difference in emergency room visiten treated with
AADcompared tocatheter ablationin the group of participants with paroxysmal AF (RR
1.22, 95% CI1 0.80 to 1,85studies, 624 participants
- All-cause mortality
0 Low certainty: Therenay bemore allcause morality when treated with AAD than with
catheter ablation in the group of participants with paroxysmal AF (RR 1.79, 95% CI 0.80
to 4.02 10 studies, 2929 participantsas well as in the group of participants with
persistent AF (RR 1.45, 95% CI 0.56 to, @ Bhudies, 1613 participants

For stroke (ischemic dremorrhagic), transient ischemic attack, heart failure incidence or deterioration,

and lifethreatening/major bleeding, the certainty of evidence for all populations for which there was
evidence, was very lovall results can be found in Appendix 6.
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4.4.2 Repeat ablation
Because imprecision could not be judged for outcomes that only applied to one treatment gibup,

2dzi 02YSa KI @S | Dw!59 NIYdAy3d KAIKSNI GKIy @SNB

highlighted hereAll results can be found in Appendix 7.

- During the blanking periadrhe proportion of repeat ablations during the blanking peneas0.024
(95% CI 0.011 to 0.0523 studies, 327 participantdpr paroxysmal AF participants with first line
treatment, and0.092 (95% CI 0.058 to 0.140study, 218 participanjdor paroxysmal AF participants
with mixed previous exposure to AAD and naive to catheter ablation.

- After the blanking periodTheproportion of repeat ablations after the blanking peria@s0.110 (95%
C10.073 to 0.1611 study, 218 participanjgor participants with mixed type of Akith mixed previous
exposure to AAD and naive to catheter ablation.

- During total followup (orunclear) The proportion of repeat ablations during total follayp duraton
(or an unclear period) was 0.007 (95% CI 0.001 to 0DS€udies, 170 participantdor participants
with paroxysmal AF who received filgte treatment, and).082 (95% CI 0.038 to 0.199study, 98
participantg for participants with persistent AF who were previously only exposed to AAD.

4.43 Serious adverse events (both treatment groups)

For the serious adverse events that apglieo both treatment groups, i.e. deep veitrombosis,
intracardiac thrombus, pulmonary embolism, thromboembolism, ventricular tachyarrhytivedricular
tachycardiaand lifethreatening/major bleedingthe certainty of evidence was very lodl results can
be found in Appendis.

4.44 Serious adverse events (only for catheter ablation)

Because imprecision could not be judged for outcomes that only applied to one treatment group, all
2dzi02YSa KI@S | Dw!59 NIXdAy3a KAIKSNI GKFYy @SNE

highlighted hereAll results can be found in Appendix

- Atrio-oesophageal fistutaThe proportion of participants with atrioesophageal fistula was 0.003
(95% CI 0.0Dto 0.008 7 studies, 1882 participantsn participants who were naive to previous
exposure with catheter ablation.

- Pericardial tamponaderhe proportion of participants with pericardial tamponade Wa313(95% CI
0.008 to 0.02110 studies, 2405 participantsn participants who were naive to previous exposure
with catheter ablation and 0.025 (95% 0.006 to 0.Q7¥ study, 120 participanjsin participants
previously exposed to treatment with catheter ablation.

- Pericardial tamponade or pericardial effusiofthe proportion of participants wittpericardial
tamponade or pericardial effusiowas 0.023(95% CD.004 to 0.0881 study, 87 participanjsin
participants who were naive to previous exposure with catheter ablation.

- Pericardial tamponade or pericardial effusion (drainage warrantétle proportion of participants
with pericardial tamponade or pericardial effusion for which drainage was nee@as®.005(95% CI
0.000 to 0.0331 study,190 participant9 in participants who were naive to previous exposure with
catheter ablation.
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Pericarditis The proportion of participants witlpericarditiswas 0.011(95% CD.005 to 0.0255
studies, 724 participanjsn participants who were naive to previous exposure with catheter ablation.
Perimyocarditis: The proportion of participants wghrimyocarditisvas0.005(95% C0.000 to 0.032

1 study, 200 participanjsn participants who were naive to previous exposure with catheter ablation.
Phrenic nervepalsy (persistent): The proportion of participants wiirsistent phrenic nerve palsy
was0.018(95% C0.006 to 0.0471 study, 228 participanjsn participants who were naive to previous
exposure with catheter ablation.

Phrenic nerve paralysis: The proportion of participants ywhhenic nerve paralysigas0.021(95% CI
0.011 to 0.0414 studies, 579 participantsn participants who were naive to previous exposure with
catheter ablation.

4.4 5 Medication sideeffects
All medication sideeffectsoutcomesK I @S | Dw! 59 aNd afieAdgsaribedl BeloWFurthed K Q

details on the results can be found in Appendix 10.

Discontinuations due to sideffects The proportion of participants that discontinued the
study'studies due to sideeffects was 0.121 (95% CI 0.067 to 0,206study, 99 participanjsin
participants who were naive to treatment with AAD, a@h@25 95% C0.161 to 0.3052 studies, 129
participantg in participants previously treated with AAD.

Diarrhea The proportion of participants that experienced diarrhea during the wiuds 0.020 (95%
Cl1 0.004 to 0.078L study, 99 participan}sn participantsnot previously treated with AAD.
Eructation The proportion of participants that experienced eructatidaring the stug was0.010
(95% C0.001 to 0.0631 study, 99 participan}sn participants not previously treated with AAD.
PresyncopeThe proportion of participants that experiencptesyncopeduring the studies waB8.027
(95% C0.012 to 0.0602 studies, 248 participantén participants not previously treated with AAD.
Syncope The proportion of participants that experiencegncopeduring the studies waB.013(95%
Cl10.005 to 0.0333 studies, 359 participante participants not previously treated with AAD.
Anxiety The proportion of participants that experiencadxietyduring the stug was0.010(95% ClI
0.001 to 0.0631 study, 99 participanjsn participants not previously treated with AAD.
DizzinessThe proportion of participants that experiencdazinessluring the stug was0.030(95%
C10.008 to 0.0921 study, 99 participanjsn participants not previously treated with AAD.
DyspneaThe proportion of participants that experiencegspnea during the stydwas 0.030 (95%
C1 0.008 to 0.092L study, 99 participan}sn participants not previously treated with AAD.

Erectile dysfunctionThe proportion of participants that experiencedectile dysfunctiorduring the
studies wa$).008(95% CD.002 to 0.0322 studies, 248 participantsn participants not previously
treated with AAD.

Fatigue The proportion of participants that experiencéatigue during the stug was 0.020 (95%
CD.004 to 0.0781 study, 99 participan}sn participants not previously treated with AAD.

Joint pain The proportion of participants that experiencgint painduring the stug was0.013(95%
Cl10.002 to 0.0531 study, 149 participantsn participants not previously treated with AAD.
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4.4 6 Quality of life

AFEQTotal score
0 Low certainty: There may beno difference in AFEQT Total score when comparing

treatmentwith AADs to treatment with catheter ablation in the group of participants with
paroxysmal ARMD -7.10, 95% C110.58 to-3.63 5 studies, 1770 participangsand the
group of participants with persistent AMD -4.30, 95%6.28 t0-2.32 1 study, 1038
participants.

EQ5DIndexscore
0 Moderate certainty: There isprobably no difference in E@D Index score when

comparing treatment with AADs to treatment with catheter ablation in the group of
participants with paroxysmal AF (MlD.03, 95% C10.04 to -0.01, 4 studies, 935
participants.

Low certainty: There may beno difference in EGD Index score when comparing
treatment with AADs to treatment with catheter ablation in a group of participants with
mixed types of AF (ME.02, 95% CD.03 t0-0.01, 1 study, 2204 participan}s

EQS5DVASscore
0 Moderate certainty There igorobablyno difference in EE@D VAS score when comparing

treatment with AADSs to treatment with catheter ablation in the group of participants with
paroxysmal AF (MEB.63, 95% Cb.97 to-1.28 6 studies, 1360 participants

Low certaintyTheremay beno difference in E@DVAS score when comparing treatment
with AADs to treatment with catheter ablation in a group of participants with mixed types
of AF (MD4.40, 95% Cb.81 t0-2.99, 1 study, 2204 participants

SF36 Mental component summary
0 Moderate certaintyThere igprobablyno difference in SB6 mental component summary

when comparing treatment with AADs to treatment with catheter ablation in the group
of participants with paroxysmal AF (MD.96 95% C}3.80 t0-0.13 6 studies, 1070
participants.

SF36 Physicatomponent summary
0 Moderate certainty: There isprobably no difference in SB6 physical component

summary when comparing treatment with AADs to treatment with catheter ablation in
the group of participants with paroxysmal AF (M09, 95% GCB.82 t0-0.35 6 studies,
1070 participants

SF36 Physical functioning
0 Low certainty: There isprobably no difference in SB6 physical functioning when

comparing treatment with AADs to treatment with catheter ablation in the group of
participants withmixed type of ARMD -4.70, 95% CI17.81 to 8.412 studies, 2300
participantg.

All results can be found in Appendik.
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In this systematic reviewand metaanalysiswe summarized and synthesidevidence for the effect of
treatment with AADcompared to catheter ablation in patients witkiFto serve as input parameters of a
disease model developed kijie National Health Care Institutén this review we looked at efficacy
outcomes and quality of life. We found that treatment withcatheter ablation was usually superior to
treatment with AAD when considering recurrence of symptomatic AF, hospitalization with primary
diagnosis Aland alticause mortalitywith varying degrees of certainty of evidence), and that there was
no difference in quality of life between the two treatment optiorfaurthermore,we summarized the
proportions of participants treated with catheter ablation that experienced serious adverse events that
could be related to that treatment and pEcipants treated with antiarrhythmic drugs that experienced
medication sideeffects.

There are several limitationsherent to the included studiesr to our review, as well as choices in the
data-extraction and-analysis procegs that we would like to highlight and furthetarify.

For inclusion into the review, wpreferred studies thatr 8 8 SdaSR GKS G¢2 GNBIGYSY
LJ2 LJdzt | ARpatightd arghifould therefore not poseoo restrictive eligibility criteria when selecting
participants. This is why wexcludedtrials that onlyincludedparticipants with heart failure or type 2

diabetes for example. However, we did include three studies that included only elderly participatts (

least 60 years ol(lL4) or at least 65 yearél5) or included participants that were at least 65 years old, or
participants <65 years old that had a risk factor for str¢i®). We took this into account when rating

the certainty of theevidence anddowngraded for indirectness when more than half of the included

studies for an outcomencludedsuch a specific population.

Oneof our outcomef interest wagecurrence osymptomaticAF, but during dataextraction we noticed

that only a small number oftudies reported this outcome specificaflynly three studies out of8). We

have therefore also included outcomes related to recurrence of symptomatic atrial fibrillsticmasny

AF, any AFatrial tachycardi#flutter, or symptomatic atrial arrhythmiaAs a result, in ouGRADE
FaaSaaySyida F2N 0KS 2dzi02YS WNB OdzNNBwigbefedfarf & & YLJ
indirectness when more than half of the included studieisorted only one of these othesutcomes.

During dataextraction it also became apparent that reporting of serious adverse events varied greatly
between studies This made itmpossibleto determine which events would be deemed serious adverse
events Therefore it was not possiblgo extract the total number of participants who experienced
serious adverse event from each study. In consultation thighNational Health Care Institutend experts

in the field, we decided to extract all serious adverse events that were reportéaeirinternational
standard set of outcome measures for patients With(1) separately.

Additionally,we initially planned stratified analyses faschemic stroke and hemorrhagic stroke, as the
first is a consequence of the disease and the latter is a complication of treattdefdrtunately, this
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distinction was not made ithe included articles, and we hadamalye theO2 YLIZ AA GS 2 dzi 02 Y S
that we now considered in the efficacy outcomes.

In consultation witithe National Health Care Instituteve decided to combingopulations with different
types of AF (paroxysmal or persistentypapulations withprevious exposure to AAD or catheter ablation
for specificoutcomes For outcomes in which the type of AF or previous exposuere expected to impact

the results we kept these as separate grougSor studies with a mixedopulation (e.g. including both
paroxysmal and persistent Aije tried to classiffhem to either paroxysmal or persiste®F based on
the percentags of paroxysmal and persistent AF participants included in the stiueigher percentage
was above 70%, the whole study was classifiethastype of AFFor studies that were classified based
on a percentage of #00%, we took indirectness of the population into account when rating the certainty
of evidence.For populations with rixed previous exposugeto AAD or catheter ablation, percentages
were never reported so theseould never be classified as either naive or exposed to treatment.

As itis important for the disease model to have proportions of outcomesthiaitd be compared between
studies, we aimed to analyze linearized occurrence rates of outcomes rather than incidence over an entire
follow-up period.Unfortunately,this turned out notto be possible becauseone of theincludedstudies
reported patientyears of followup. To ensuresomecomparability of proportionswe excluded studies

with a followrup other than 52 weeksvhen analyzing proportionper treatment group(but not when
analyzing relative riskar mean differences We did this for all outcomes, except for repeat ablation
during the blanking period (which was always13l weeks) and serious adverse events for catheter
ablation, which were expected taccur shortly after the procedure.

When analyzing the data there were many studies that reported zero everse (or both) treatment
groups, which was expected as many of the outcomes of interest are Faretandomeffects meta
analysis we usually prefer using the Knafgrtung method together with theestricted maximum
likelihood estimatoras it designed to provide more accurate error rates when number of studies is small
or when combining studies of different siz€¥). However, it isnot recommended when heterogeneity
between studies is small (i.€% close to zerd(6) which occurs when there are a lot of studies with zero
events included in the metanalysis which was the case for many of our outcomidence for random
effects analyses other than for recurrence of symptomatic AF or quality of life, we performed the meta
analysis using the restricted maximum likelihood estimator without the Kidgmpung adjustment.

Anotherissue that arises when analyzing studies with zero events, isat@ab continuity correction is
required forall treatment arms with O eventsA disadvantage of this is thatslightly inflates the pooled
proportions that are calculated when combining two or more studies. Ehisighlighted best when
looking at the example of atrioesophageal fistula, for which atdividualstudies reported zero patients
with the event, but the pooled proportion is stll003 (95% CI 0.001 to 0.008).

Finally we would like to give some additional information regarding the GRADE ratings for the certainty
of evidence. There is a large discrepancy betw&&ADE ratings fafficacy outcomes, that are often
NI} §SR W+ SNE (fth? g€efbiis adveraé lellentstiitd médication siffects outcomes, for which
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GKS NIYGAy3I A& ySIFENIe& I f gl &aceManty af kiencenfof Bie dififatya 2 y T 2
2dzi02YSa Aa 2F0Sy R24y3IANF RSR T 2ddatiuds &dm the termldd & Ay
AYGSNDBSYGA2yaQ d LINIGAOALI yGa 6SNB dzadatte Fff2eo
follow-up period, resulting in high risk of bias for the outcomes in which the two groups are compared.

On the other had, for the serious adverse events that were deemed only to be caused by catheter
ablation and the medication sideffects that were only caused by AAdWitching between groups during

follow-up did notresult in ahigh risk of bias anii was therefore not neessary tadowngracde the certainty

of evidence. Additionally, GRADE does not give guidance for rating imprecisiogles|arm outcomes,

and therefore imprecision could not be gradddnd hence downgradedor the aforementioned

outcomes
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Appendixl. Searchstrategy

MEDLINE
Search dateOctober 224, 2024

# Searches Results

1 | exp atrial fibrillation/ 76307

2 | ((atrial or atria or atrium or auricular) adj3 fibrillat*).ti,ab. 99856

3 | AF.ti,ab. 58238

4|11or2o0r3 131952

5| letter/ 1277410

6 | editorial/ 710003

7 | news/ 227906

8 | exp historical article/ 414047

9 | Anecdotes as Topic/ 4747
10 | comment/ 1043979
11 | case reports/ 2441549
12 | (letter or comment*).ti. 205591
13 | or/5-12 5167284
14 | randomized controlled trial/ or random* &b. 1695371
15| 13 not 14 5132345
16 | animals/ not humans/ 5235320
17 | exp Animals, Laboratory/ 976176
18 | exp Animal Experimentation/ 10603
19 | exp Models, Animal/ 663919
20 | exp Rodentia/ 3652442
21 | (rat or rats or mouse or mice).ti. 1482826
22 | or/15-21 11323917
23 | 4 not 22 99222
24 | limit 23 to english language 90289
25 | exp Ablation Techniques/ 135642
26 | ablat*.ti,ab. 148804
27 | (cryoablat* or cryoballoon* or cryo balloon*).ti,ab. 6632
28 | phased array.ti,ab. 3214
29 | *Pulmonary Veins/ 13061
30 | ((pulmonary vein adj2 isolation) or PVI or PVAI).ti,ab. 7096
31 | radiofrequency therapy/ 1288
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32 | ((radiofrequenc* or radio frequenc* or RF or hybrid) adj2 (therap* or surg* or 6205
procedure*)).ti,ab.
33 | "point by point".ti,ab. 1336
34 | Lasers/ 42031
35 | laser*.ti,ab. 338930
36 | (maze adj2 (procedure* or surg*®)).ti,ab. 1506
37 | coxmaze.ti,ab. 550
38 | or/25-37 534502
39 | 24 and 38 17202
40 | randomized controlled trial.pt. 623924
41 | controlled clinical trial.pt. 95624
42 | randomi#ed.ab. 793963
43 | placebo.ab. 252955
44 | randomly.ab. 444848
45 | clinical trials as topic.sh. 203634
46 | trial.ti. 320786
47 | or/40-46 1686094
48 | 39 and 47 2467
49 | limit 48 to yr="2020Current" 908
Embase
Search dateOctober 229, 2024
# Searches Results

1 | exp atrial fibrillation/ 147657

2 | ((atrial or atria or atrium or auricular) ad;3 fibrillat*).ti,ab. 182334

3 | AF.ti,ab. 110125

41 1lor2o0r3 258182

5| letter.pt. or letter/ 1355976

6 | note.pt. 1005457

7 | editorial.pt. 826693

8 | case report/ or case study/ 3244222

9 | (letter or comment*).ti. 260921
10 | or/5-9 6164321
11 | randomized controlled trial/ or random*.ti,ab. 2270867
12| 10 not 11 6100873
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13 | animal/ not human/ 1651841
14 | nonhuman/ 7904221
15 | exp Animal Experiment/ 3263850
16 | exp Experimental Animal/ 905771
17 | animal model/ 1844379
18 | exp Rodent/ 4674239
19 | (rat or rats or mouse or mice).ti. 1866079
20 | or/12-19 16550269
21| 4 not 20 192087
22 | limit 21 to english language 180045
23 | exp ablation therapy/ 74269
24 | ablat*.ti,ab. 229342
25 | (cryoablat* or cryoballoon* or cryo balloon*).ti,ab. 12100
26 | phased array.ti,ab. 3909
27 | pulmonary vein isolation/ or pulmonary vein/ 33612
28 | ((pulmonary vein adj2 isolation) or PVI or PVAI).ti,ab. 15290
29 | catheter ablation/ 44455
30 | ((radiofrequenc* or radio frequenc* or RF or hybrid) adj2 (therap* or surg* or 10029
procedure*)).ti,ab.
31 | "point by point".ti,ab. 1950
32 | laser/ or low level laser therapy/ or laser surgery/ 166175
33 | laser*.ti,ab. 355683
34 | (maze adj2 (procedure* or surg*)).ti,ab. 2187
35 | coxmaze.ti,ab. 712
36 | or/23-35 644759
37| 22 and 36 35330
38 | random™*.ti,ab. 2146855
39 | factorial*.ti,ab. 51208
40 | (crossover* or cross over®).ti,ab. 134503
41 | ((doubl* or singl*) adj blind*).ti,ab. 294705
42 | (assign* or allocat* or volunteer* or placebo*).ti,ab. 1362313
43 | crossover procedure/ 80427
44 | single blind procedure/ 56805
45 | randomized controlled trial/ 852136
46 | double blind procedure/ 227635
47 | or/38-46 3168106
48 | 37 and 47 5039
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Cochrane
Netherlands

C

49 | limit 48 to yr="2020-Current" 1877
50 | limit 49 to conference abstract 649
51 | 49 not 50 1228
Cochrane CENTRAL
Search dateOctober 2%, 2024
ID Search Hits
#1 MeSH descriptor: [Atrial Fibrillation] explode all trees 7390
#2 ((atrial or atria or atriunor auricular) near/3 fibrillat*):ti,ab 15372
#3 AF:ti,ab 9750
#4 #1 or #2 or #3 18096
#5 MeSH descriptor: [Ablation Techniques] explode all trees 8455
#6 ablat*:ti,ab 12523
#7 (cryoablat* or cryoballoon* or cryo balloon*):ti,ab 855
#8 phasedarray:ti,ab 89
#9 MeSH descriptor: [Pulmonary Veins] explode all trees 709
#10 pulmonary vein near/2 isolation:ti,ab 1568
#11 (PVI or PVAI):ti,ab 1347
#12 MeSHdescriptor: [Radiofrequency Therapy] explode all trees 2869
#13 ((radiofrequenc* or radio frequenc* or RF or hybrid) near/2 (therap* or surg* or 2296
procedure*)):ti,ab
#14 point by point:ti,ab 86637
#15 MeSHdescriptor: [Lasers] explode all trees 3861
#16 laser*:ti,ab 24032
#17 (maze near/2 (procedure* or surg*)):ti,ab 113
#18 coxmaze:ti,ab 36
#19 #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15Q 123878
#17 OR #18
#20 #4and #19 with Publication Year from 2020 to 2024, in Trials 1584
#21 (conference OR 'Trial registry record’):pt 785034
#22 #20 NOT #21 752
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Appendix2. Excluded studies

Referenceg(1-78) Excluded on

Al-Kaisey (2023)

-\ Cochrane
so? Netherlands

Outcome

Allan (2020)

Publication type

Andrade (2022)

Publication type

Andrade (2023) Outcome
Andrade (2024) Publication type
Bahnson (2022) Outcome

Berman (2023)

Publication type

Briceno (2020)

Publication type

Cappato (2024)

Outcome

Cardoso (2022)

Language

Chander (2024)

Publication type

Chen (2021)

Publication type

Chen (2022)

Publication type

Chew (2022)

Outcome

Crawford (2024)

Publication type

Deering (2023)b/ K LJG SNJ oY 9 Publication type
Deering (2023)b/ K I LJG SNJ nY 9 Publication type

Deshpande (2022) Publication type
Elsayed (2022) Publication type
Ezzeddine (2023) Publication type

Fong (2023)

Publication type

Guo (2024)

Publication type

Hansen (2024)

Publication type

Imberti (2021)

Publication type

Jaiswal (2024)

Publication type

Jansson (2021)

Outcome

Kanorskii (2023)

Publication type

Karim (2024)

Publication type

Kewcharoen (2021)

Publication type

Khan (2020)

Publication type

Kheiri (2021)

Publication type

Kheshti (2024)

Publication type

Kumar (2021)

Publication type

Leung (2022)

Publication type

Liu (2020) Publication type
Liu (2023) Publication type
Mao (2020) Publication type
Mao (2021) Publication type
Mao (2023) Publication type
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Referenceg(1-78) Excluded on

Mazetto (2024)

-\ Cochrane
so? Netherlands

Publication type

Messori (2021)

Publication type

NICE (2021)"J2: Ablation"

Publication type

NICE (2021)"J3: Ablation”

Publication type

Nielsen (2017)

Outcome

Osmancik (2022)

Publication type

Paisey (2024)

Publication type

Parlavecchio (2023)

Publication type

Patel (2021)

Publication type

Providencia (2024) Publication type
Rasti (2024) Publication type
Ravi (2022) Publication type
Razzack (2022) Publication type
Rettmann (2021) Outcome
Russo (2021) Outcome

SaadOmer (2020)

Publication type

Saglietto (2020)

Publication type

Saglietto (2021)

Publication type

Schleberger (2021)

Language

Shaik (2022)

Publication type

Song (2022)

Publication type

Song (2024)

Publication type

Stabile (2006)

Comparator

Sun (2021)

Publication type

Syeed (2024)

Publication type

Thomas (2021)

Outcome

Trippoli (2022)

Publication type

Turagam (2021)

Publication type

Ullah (2024)

Publication type

Wang (2021)

Publication type

Wang (2022)

Publication type

Wazni (2023)

Publication type

Wu (2021)

Comparator

Yamane (2024)

Study type

Zafeiropoulos (2024)

Publication type

Zahoor (2023)

Publication type

Zeitler (2023)

Outcome

Zhao (2024)

Publication type

Zheng (2021)

Publication type

Note: Articles excluded on publication type were systematic reviews and ‘anedidyses that were reviewed to
identify additional records
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Appendix3. Characteristicof included studies

Reference

Acronym

Trial registration
number

Countries

Study dates

Population

-\ Cochrane
so? Netherlands

Type of atrial fibrillation

Sample

Line of treatment .
size

Previous treatments

Intervention(s) Comparator

Follow-up

Outcomes .
duration

Al-Kaisey et al. 2023 Mixed types of AF
@) Australia Patients (18 to 80
years) with Second line treatment Radiofrequency (Symptomati} AF recurrence
REMEDIAL Enrollment: June paroxysmal or 100 ablation (multt  AAD an"{) of life 52 weeks
2018 to March persistent atrial Previous ablation not electrode) y
ACTRN12618000062 2020 fibrillation reported; mixed previous
24 treatment with AADs
(Symptomati¢ AF recurrence
Stroke (ischemic or
Patients (at least 18 hemorrhagic)
Andrade et al. 2021 years) with . TIA
) Canada symptomatic atrial Mixed types of AF Mortality
Enrollment: fibrillation an_d at First line treatment 303 Cryo_balloon Phy_S|C|an s Heart_ fal_lurg deterioration 52 weeks
EARLAF least one episode ablation choice AAD Hospitalization
January 2017 to detected on ECG Emergency room visits
NCT02825979 December 2018 within 24 months Ablation and AAD naive Repeat ablation
before randomization Serious adverse events
Medication side effects
Quality of life
BlomstrémLundqvist
et al. 20193)
CAPTAF . Patients .(30 to 70 Mixed types of AF Physician's (Symptomati¢ AF recurrence
Finland,Sweden  years) with more than ;
6 months of atrial Second line treatment Mixed types of choice AAD,  TIA
EUCTR: 200801384 I 155 cyp accordingto  Repeat ablation 208 weeks
July 2008 to fibrillation and ablation .
11 . . . . current Serious adverse events
September 2017 treatment failure with  Ablation naive; AAD S . .
guidelines Quality of life
. ) 1 AAD or betdlocker exposed
Extension study:
Wettervik et al. 2024
4
Ding et al. 202¢5) China Patlens(.18 to 80 Paroxysmal AF (Symptqmat@AF recurrence
years) with S Stroke (ischemic or
paroxysmal atrial Cryoballoon Physician's hemorrhagic)
NR Enroliment: L First line treatment 204 . choice class 156 weeks
fibrillation, who ablation TIA
January 2018 to experienced 1 or VIl AAD Lifethreatening/major
NR November 2018 P . ! Ablation and AAD naive . g/may
more episodes in the bleeding
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Acronym

Trial registration
number

Countries

Study dates

Population

6 months prior to
randomization

Cochrane
Netherlands

C

Type of atrial fibrillation

Sample

Line of treatment :
size

Previous treatments

Intervention(s)

Comparator

Outcomes

Mortality
Hospitalization
Serious adverse events

Follow-up
duration

Hummel et al. 2014

Patients (18 to 70
years) with persistent

Persistent AF (mixed

Stroke (ischemic or
hemorrhagic)

(6) Netherlands, US  atrial fibrillation duration) . Phygman S Mortality
: Radiofrequency choice AAD, . . .
lasting 7 days to 4 Second line treatment 210 ablation (multt  according to Life-threatening/major 26 weeks
TTOPAF November 2007  years who failed electrode) current g bleeding
to May 2010 DCCV and had failed . . - Heart failure incidence
Ablation naive; AAD guidelines .
NR at least 1 class | or lll exposed Repeat ablation
AAD P Serious adverse events
Patients (at least 18 Paroxvsmal AE
Jais et al. 200§) years) with 4 Physician's (Symptomati¢ AF recurrence
France, . . . .
Switzerland, US symptomatic Second line treatment Radlpfrequgncy choice .AAD’ Mortality .
A4STUDY ' paroxysmal AF for at 112 ablation (point  accordingto  Repeat ablation 52 weeks
least 6 months . . by point) current Serious adverse events
NCT00540787 NR resistant to at least 1/ D1ation naive; AAD guidelines  Quality of life
exposed
AAD
Stroke (ischemic or
Patients (18 to 80 Paroxysmal AF hemorrhagic)
Kanagaratnam et al. . N
2023(8) UK years) with Physician's TIA
paroxysmal atrial Mixed line of treatment Cryoballoon choice AAD,  Mortality
AVATARAE Enrollment: April  fibrillation considered 321 ablation (two accordingto  Hospitalization 52 weeks
2015 toAugust to be failing their Ablation naive; mixed protocols) current Emergency room visits
NCT02459574 2017 current treatment previous treatment with guidelines Rep_eat ablation
strategy AADs Serious adverse events
Quality of life
Austria, Belgium,
Germany .
’ Patients (at least 60 .
Kuck et al. 202(9) Hungary, Ireland, years) with Paroxysmal AF Physician's (Sympto_matlitA_F recurrence
Italy, Korea, . . ; Stroke (ischemic or
Latvia, Norwa paroxysmal atrial Second line treatment Radiofrequency - choice AAD, hemorrhagic)
ATTEST - @Y. fibrillation for at least 255 ablation (multt  according to agie) 156 weeks
Russia, Spain, Heart failure incidence
2 years and at least 2 . . electrode) current .
Sweden, UK . Ablation naive; AAD - Repeat ablation
NCT01570361 episodes over the last guidelines .
6 months exposed Serious adverse events
February 2012 to
May 2018
Kuniss et al. 202(0) Argentina, Patients (18 to 75 Paroxysmal AF Cryoballoon Class I/l (Symptomati¢ AF recurrence
. A 218 . o . . 52 weeks
Australia, years) with recurrent ablation medication Stroke (ischemic or
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REICIEnce Type of atrial fibrillation
Acronym Celliliitcs Sample Follow-u
y Population Line of treatment amp Intervention(s) Comparator Qutcomes Nup
Study dates size duration
Trial registration .
number Previous treatments
CryoFIRST Belgium, Croatia, paroxysmal atrial First line treatment hemorrhagic)
France, Germany, fibrillation who were TIA
NCT01803438 Italy, AAD naive Ablation and AAD naive Mortality
Netherlands, Repeat ablation
Posthoc study: Norway Serious adverse events
Pavlovic et al. 2021 Medication side effects
(11) Enrollment: April Quality of life
2014 to October
2018
. Patients (at least 65
(l\:g;tlns etal. 2024 Brazil years) with Paroxysmal AF (Symptomati¢ AF recurrence
paroxysmal atrial . Radiofrequency - Repeat ablation .
N L Second line treatment - .7 Physician's . Median
Randomization: fibrillation and 60 ablation (multt ; Serious adverse events
NR choice AAD . - - . 103 weeks
September 2017  recurrence after the Ablati ive: AAD electrode) Discontinuation due to side
to March 2020 use of at least one ation naive; effects
NCT04023461 AAD exposed
. (Symptomatiy AF recurrence
Patients .(18 to 70 Persistent AF (< 1 year) S Stroke (ischemic or
Mont et al. 201413) Spain years) with Physician's hemorrhagic)
P symptomatic . Radiofrequency choice AAD, g
) . Second line treatment ) : ; TIA
SARA persistent atrial 146 ablation (point  according to . 52 weeks
May 2009 to o ) Mortality
fibrillation refractory . . by point) current A
November 2011 Ablation naive; AAD . Hospitalization
NCT00863213 to at least one class | guidelines .
exposed Repeat ablation
or class lll AAD )
Serious adverse events
(Symptomatiy AF recurrence
. . Patients (18 to 75 Stroke (ischemic or
('\12;'”0 etal. 2014 gi?;ii’ Clztzlchla, years) with Paroxysmal AF Physician's hemorrhagic)
us y, ey, paroxysmal atrial Radiofrequency choice AAD, TIA
RAAED fibrillation without First line treatment 127 ablation (point  accordingto  Mortality 104 weeks
July 2006 to previous by point) current Repeat ablation
NCT00392054 Fegruar 2012 antiarrhythmic drug  Ablation and AAD naive guidelines Serious adverse events
y treatment or ablation Medication side effects
Quality of life
Nielsen et al. 2012 Denmark Patients (younge_r Paroxysmal AF Stroke (|schem|c or
(15) than 70 years) with . hemorrhagic)
: Radiofrequency
. paroxysmal atrial oo - : Class IC/llI TIA
Enrollment: June [, . "7 . First linetreatment 294 ablation (point o . 104 weeks
MANTRAPAF fibrillation without . medication Mortality
2005 to March - by point) g L
2009 previous treatment Ablation and AAD naive Heart failure incidence or
NCT00133211 with AADs or ablation deterioration
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Reference Type of atrial fibrillation

Countries

Acronym Sample

size

Follow-up
duration

Population Line of treatment

Intervention(s) Comparator Qutcomes

Trial registration S0

Previous treatments
number

Repeat ablation
Posthoc study: Serious adverse events
Walfridsson et al. Quality of life
2015(16)
(Symptomati¢ AF recurrence
Stroke (ischemic or
Patients with more hemorrhagic)
Packer et al. 2013 than 2 episodes of Mixed types of AF TIA
17) paroxysmal atrial - Mortality
Canada, US fibrillation in the last ~ Second line treatment Cryoballoon Flecainide or Life-threatening/major
. 258 . Propafenone . 52 weeks
STOP AF NR 2 months who failed ablation or Sotalol bleeding
at least one Ablationnaive; AAD Heart failure incidence or
NCT00523978 membraneactive exposed deterioration
drug Hospitalization
Repeat ablation
Serious adverse events
Packer et al. 2019 (Symptqmat@AF recurrence
(18) Stroke (ischemic or
Australia, Canada, hemorrhagic)
China, Czechia, Patients with . TIA
CABANA Geramny, Italy, symptomatic atrial Mixed types of AF Physician's Mortality
NCT00911508 Repu_bllc of Korea fibrillation, aged 65 Second line treatment Mixed types of choice _AAD, Llfeth_reatenlng/major Median
Russia, UK, US  years and older, or 2204 . accordingto  bleeding
ablation . - 211 weeks
. younger than 65 . . current Heart failure incidence
Posthoc studies: . Ablation naive; AAD . e
November 2009  years with 1 or more guidelines Hospitalization
Mark et al. 201919) . exposed .
to December risk factors for stroke Repeatablation
Monahan et al. 2022 .
(20) 2017 Serious adverse events
Medication side effects
Poole et al. 202(21) Quality of life
Pappone et al. 2006 Patients (18 to 70 Flecainide
22 ears) with 200-300 m .
(22) Italy )[;arox)ysmal atrial Paroxysmal AF per day org (Symptomatiy AF recurrence
APAF fibrillation for at least Second line treatment Radiofrequency Sotalol 240 E:‘ eat ablation
Enroliment: 6 months and at least 198 ablation (point 320 mg per Disrt):ontinuation due to side 52 weeks
NCT00340314 January 2005to 2 episodes per month Ablation naive: AAD by point) day or effects
May 2005 in the last 6 months exposed ' Amiodarone Quality of life
Posthoc/extension who already failed P 200 mg per y
study: AADs day (after
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Line of treatment .
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Previous treatments

Intervention(s)

Comparator

Outcomes

Follow-up
duration

Pappone et al. 2011 loading
(23) dosages)
Patients with a Propafenone
Pokushalov et al. Russia rs])I/sr:?prt):)(r?r:atic Parexysmal AF 32?323 (r)r: ’
2013(24) paroxysmal atrial Second line treatment Radiofrequency Flecainide _(I_Slxmptomat@AF recurrence
Initial procedure: fibrillation eligible for 154 ablation (point  200-400 mg . 156 weeks
NR . . . Repeat ablation
November 2007  AAD therapy or Ablation exposed; mixed by point) per day or .
. . : Serious adverse events
to January 2009 reablation after a previous treatment with Sotalol 160
NCT01709682 . A
previous failed intial ~ AADs 320 mg per
RFA procedure day
Patients (20 to 75
years) with
Sohara et al. 2016 symptomatic Paroxysmal AF
(25) paroxysmal atrial . .
Japan fibrillation refractory ~ Second line treatment Radlpfrequency Physician's (Symptomat@AF recurrence
153 ablation . Serious adverse events 52 weeks
NR NR to 1 or more class I/IV (HotBalloon) choice AAD Quality of life
AADs and with at Ablation naive; AAD y
NR least 2 episodes exposed
during the 6 months
before treatment
P:;;r;t\i”(go 075 (Symptomati¢ AF recurrence
Wazni et al. 200826) Germany, Italy y . Mixed types of AF Stroke (ischemic or
experienced monthly . -
symptomatic atrial Radiofrequency Physician's hemorrhagic)
RAAFT Enroliment: S . First line treatment 70 ablation (point . TIA 52 weeks
fibrillation episodes . choice AAD .
December 2001 for at least 3 months by point) Repeat ablation
NR to July 2002 Ablation and AAD naive Serious adverse events
and had not been Quality of life
treated with AADs y
Wazni et al. 202127) Patients (18 to 80 (Tsl/{mptomat'(’AF recurrence
years) with recurrent S . o
STOP AFE First Us symptomatic Paroxysmal AF Phy_5|0|an S Heart failure _|nC|dence
. choice AAD,  Repeat ablation
paroxysmal atrial Firstline treatment 210 Cryoballoon accordingto  Serious adverse events 52 weeks
NCT03118518 Enroliment: June fibrillation who had ablation g S :
. current Medication side effects
2017 to May 2019 not previously . . - ) - . .
. . Ablation and AAD naive guidelines Discontinuations due to side
Posthoc study: received rhythm

Wazni et al. 202228)

control therapy

effects
Quality of life
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Reference

Acronym

Trial registration

Type of atrial fibrillation

Countries
Sample

size

Follow-up

Population Line of treatment .
duration

Intervention(s) Comparator Qutcomes

Study dates
Previous treatments

number

élgl)aer etal. 2010 Patients (at least 18
years) with at least 3 Paroxvsmal AF
Brazil, Canada, symptomatic ¥ Physician's (Symptomati¢ AF recurrence
ThermoCool AF . . . . .
Czechia, Italy, US paroxysmal atrial . Radiofrequency choiceAAD, Mortality
L - Second line treatment - : . : _
fibrillation episodes 167 ablation (point  accordingto  Heart failure incidence 52 weeks
NCT00116428 L - .
October 2004 to  within 6 months . . by point) current Repeat ablation
s Ablation naive; AAD . ;i .
. January 2009 before randomization guidelines Quality of life
Posthoc study: . exposed
and not responding to
Reynolds et al. 2010
at least 1 AAD
(30)
Mixed types of AF
Xu et al. 201231)
China Patients with atrial Line oftreatment not Radiofrequency
NR I reported 123 ablation (point  AAD Quality of life 26 weeks
fibrillation ;
NR by point)
NR Previous treatments not
reported

Abbreviations: AADantiarrhythmicdrugs AF: atrial fibrillation; DCCV: direct current cardioversion; E@Grocardiography; NR: not reported; TIA: transient ischemic attack;
UK: United Kingdom; US: United States.
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Appendix4. Baselinedescription of included studies

Reference

Age (years),

mean (SD)

Sex: male
(%)

BMI, mean
(SD)

-\ Cochrane
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Type of AF (%)

Heart failure (%)

Previous treatment

(%)

Current treatment with
anticoagulants (%)

CHA2DS¥ASc
score (%)

Acronym
Al-Kaisey et al. 2023

NR

Paroxysmal: 54.2% Ablation: NR
0, 0, 0,
EMEDIAL 59 (12) 67.7% 30 (6.3) Porsistent: 45 8% 8370 AAD: NR 87.5% NR
Andrade et al. 2021 . .
Paroxysmal: 94.7% Ablation: 0% Warfarin: 4.6%
0, 0,
EARLAFE 586 (11.5) 706% 30.3 (12.0) Persistent: 5.3% 9.2% AAD: 0% DOAC: 61.1% NR
BlomstrémLundqvist et al.
2019
Paroxysmal: 72.9% Ablation: 0% <2:NR
0, 0, 0,
CAPTAF 56.0 (9.8)  77.4% 27.1(3.7) Porsistent: 27 106 3270 AAD: 100% 61.9% XHY Hpo
Extension study:
Wettervik et al. 2024
Ding et al. 2022 PN
60.8(9.1)  59.3% 25.7 (3.3) Paroxysmal: 100%  8.3% Ablation: 0% NR NR
NR AAD: 0%
Hummel et al. 2014 .
- 00
60.0(8.5)  833% NR Persistent: 100%  7.6% ﬁf\'g‘_'jgb‘gf NR NR
TTOPAF '
Jais et al. 2008 .
- 0O
51.1(11.1)  839% NR Paroxysmal: 100% NR z‘ggt_'igb% NR NR
A4 STUDY ’
Kanagaratnam et al. 2023 o . o
60.1(10.6) 583% 28.7 (4.9) Paroxysmal: 100% NR Ablation: 0% 69.2% <2:59.2%
AVATARE AAD: NR XHY nnod
Kuck et al. 2021 .
- 0O
67.7 (4.7)  420% NR Paroxysmal: 100% 20.0% Ablation: 0% NR NR
ATTEST AAD: 100%
Kuniss et al. 2021
i - 09 . 0,
CryoFIRST 52.3(13.3) 67.9% NR Paroxysmal: 100%  0.0% ﬁggt_'%';/'o 0% 39.9% ;‘2;' 73'4/: "o
Posthoc study:
Pavlovic et al. 2021
Martins et al. 2024 .
Ablation: 0% <2:1.7%
0, . 0, 0,
716 (4.6)  467% 28.1(4.9) Paroxysmal: 100% NR AAD: 100% 41.7% XHY by o
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Age (years),

Sex: male

BMI, mean
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Type of AF (%)

Heart failure (%)

Previous treatment

Current treatment with

CHA2DSXASc

Acronym
Mont et al. 2014

mean (SD)

(%)

(SD)

(%)

Ablation: 0%

anticoagulants (%)

score (%)

0, i . 0, 0,
SARA 55 (9) 77.4% NR Persistent: 100% 23.3% AAD: 100% NR NR
Morillo et al. 2014 .
- 09 . 0,
55.3 (10.5) 756% NR Paroxysmal: 100%  2.4% z‘ggt_'%ﬂ/'o 0% 425% ;Zk" 9&'36 o
RAAFR2 ’ "
Nielsen et al. 2012
MANTRAPAF Ablation: 0% Warfarin: 45.6% <2:87.8%
0, . 0, 0,
55 (10) 70.1% 27 (4) Paroxysmal: 100% 11.9% AAD: 0% Aspirin: 35.7% KHY MH®
Posthoc study:
Walfridsson et al. 2015
Packert al. 2013 .
Paroxysmal: 78.0% Ablation: 0%
0, 0,
STOP AF 5709 77.1% NR Persistent: 22.0% 6.5% AAD: 100% NR NR
Packer et al. 2019
Median . .
CABANA (IQRY): ;”;g't?;n@g(ﬁ)-
Ablation: 68 62.8% (27-34) ' Paroxysmal: 42.9% 35.20¢ Ablation: 0% 85.0% <2:17.9%
Posthoc studies: (62-72) o7 AAD: 30 (26 Persistent: 57.0% £ AAD: 100% 0 XHY YHO
Mark et al. 2019 AAD: 67 35) ’
Monahan et al. 2022 (62-72)
Poole et al. 2020
Pappone et al. 2006
APAF Ablation: 0%
0, . 0,
56 (10) 67.2% NR Paroxysmal: 100% NR AAD: 100% NR NR
Posthoc/extension study:
Pappone et al. 2011
Pokushalov et al. 2013 .
. 0,
56.5(7.0)  747% 28 (5.5) Paroxysmal: 100% 0.0% Ablation: 100% NR NR
NR AAD: NR
Sohara et al. 2016 .
Ablation: 0%
0, . 0,
- 59.5(10.3) 80.4% NR Paroxysmal: 100% NR AAD: 100% NR NR
Wazni et al. 2005 53.5 (8.0) NR NR Paroxysmal: 95.7% NR Ablation: 0% NR NR
RAAET A Persistent: 4.3% AAD: 0%
Wazni et al. 2021
Ablation: 0% <2:45.3%
0, . 0, 0, 0,
STOP AFE First 61.0(11.2) 591% NR Paroxysmal: 100% 2.0% AAD: 0% 69.0% XHY pno

48




-\ Cochrane
so? Netherlands

Type of AF (%) Heart failure (%)

Reference

Age (years), Sex: male BMI, mean Previous treatment Current treatment with CHA2DSXASc

(%) anticoagulants (%) score (%)

mean (SD) (%) (SD)

Acronym
Posthoc study:
Wazni et al. 2022
Wilber et al. 2010

ThermoCool AF Ablation: 0%
0, . 0, 0,
55.7 (10.8) 66.5% NR Paroxysmal: 100% 12.0% AAD: 100% NR NR
Posthoc study:
Reynolds et al. 2010
Xu et al. 2012 .
Paroxysmal: 89.4% Ablation: NR
0,
R 61.2 (11.9) 65.0% NR Persistent: 10.6% NR AAD: NR NR NR

AbbreviationsAAD: antiarrhythmidrugs AF: atrial fibrillation; BMI: body mass index; DOAC: dinedtamticoagulant; IQR: interquartile range; NR: not reported; SD: standard
deviation.

49



(_% Cochrane
is? Netherlands
Appendix5. Risk of bias assessmeny study

Risk of bias domains

Study

@) Ol JO JO) JOI JOIOI0] JOIOIOIGIOf I X
0000000000000 000000060
L0 @ a0 0 0@ a0 0 0 0 O 0
0000000000000 OOCOOOGO®

0000000000000 OOOGCOCOO®
900 9000000000000 000GS

Domains: Judgement

D1: Bias arising from the randomization process. .

D2: Bias due to deviations from intended interventidl High

D3: Bias due to missing outcome data. ) Some concerns
D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result. . Low
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Appendix6. Efficacy results

A6.1Summary of findings

Population Proportionsat 52 weeks Relative riskat any follow-up duration
Previ P i i I\ f
Previous (SRS Proportion event in AAD roportion evgnt & umper - o GRADEating
Outcome Tvpe of AF exposure | CXPOsure to treatment group(95% Cl) catheter ablation treatment studies Relative risk (95% CI) e
P . iADs catheter [95% PI] group group (95% ClI) (number of  [95% PI] certagint )
ablation - [95% PI] participants) Y
154/455(5 studies) 81/463 (5 studies) Lowt2
1.76 (1.34 to 2.32 -
Paroxysmal  Naive Naive 0.39 (0.19to 0.63) 0.18 (0.08 to 0.35) 6 (1122) [ 3‘120 2 3;(]) 32) (Clinically
[0.06to 0.87] [0.02 to 065] ' ' significant harm)
) 491/809(8 studies) 282/979(8 studies) 2.32 (1.78 to 3.01)
Paroxysmal  Exposed Naive 0.67 (0.39t0 0.87) 0.26 (0.18 t0 0.36) 9 (1848) [1.27t0 424 Very low-234
[0.06 to 0.9] [0.09 to 0.%) '
Recurrence of Moderate
) Paroxysmal  Mixed Exposed - - 1(154) 2.12 (1.61 to 2.80) (Clinically
(symptomatic AF N
significant harm)
/4042 studies) /449(@ studies) g
. . 242/404(2 studies 169/449(2 studies -
Persistent Exposed Naive 0.60 (0.55 to 0.64) 0.38 (0.33 to 0.42) 2 (853) 1.62 (1.40to 1.87) (F:I|r1.|.cally
significant harm)
45/47 (1 study) 23/49 (1 study) Low?
Mixed Mixed Unclear 1(96 2.04 (1.51t0 2.76 Clinicall
0.96 (0.84 t0 0.99) 0.47 (0.3310 0.62) (%6) ( ) (. e Y
significant harm)
1/480 (5 studies) 4/674 (5 studies)
Paroxysmal  All All 0.007 (0.002 to 0.022) 0.010 (0.003 to 0.031) 9 (2004) ?0822 E2.§86t3; 2:63) Very low-6
Strok [0.002to 0.022] [0.002to 0.059 ' '
roke
. 0/48 (1 study) 0/98 (1 study)
Persistent All All 2 (356 0.47 (0.05t0 4.87 Very low-6
0.000 (0.000 to 0.092) 0.000 (0.000 to 0.047) (356) ( ) y
Mixed All All - - 1 (2204) 2.36 (0.61 t0 9.10) Very low-36
3/754 (8 studies) 8/956 (8 studies)
. 40to 1.
Paroxysmal  All All 0.008 (0.003 to 0.018) 0.011 (0.006 to 0.021) 13 (3394) ?Oisoig 1%0(]) 80) Verylowl6
TIA [0.003 to 0.0 [0.006to 0.021] '
. 0/48 (1 study) 0/98 (1 study) 5
Persistent All All 0.000 (0.000 to 0.092) 0.000 (0.000 to 0.047) 2 (1339) 0.46 (0.04 to 5.02) Very low
HF incidence Paroxysmal Al Al 0/155(2 studies) 2/207(2 studies) 3 (587) 0.39(0.06102.45)  Very lows
¥ 0.007 (0.001t0 0.045)  0.010 (0.002 t@.038) St ' y
L 0/149 (1 study) 1/54 (1 study) 5
HF deterioration Paroxysmal  All All 0.000 (0.000 to 0.031) 0.006 (0.000 to 0.041) 1 303) 0.34 (0.01 to 8.39) Very low
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Proportionsat 52 weeks Relative riskat any follow-up duration
Proportion event in Number of
catheter ablation treatment studies
group (95% ClI) (number of
[95% PI] participants)

Population

Previous
exposure to
catheter
ablation

Previous
exposure
to AADs

Proportion event in AAD
treatment group(95% ClI)
[95% PI]

GRADEating
(Target of
certainty)

Outcome Relative risk (95% ClI)

[95% PI]

Type of AF

HF incidence or 0/82 (1 study) 1/163 (1 study) o
deterioration Paroxysmal Al Al 0.000 (0.000 t0 0.056)  0.006 (0.000 t0 0.039) 2 039 1.90(0.211017.07)  Very low
Moderatet
21/334(3 studies) 12/535(3 studies) .
P | All All 4 (107 2.61(1.31 .2 | Il
aroxysma 0.068 (0.045100.102)  0.024 (0.014 to 0.042) (1073) 61(131105.23)  (Clinically
Hospitalizat significant harm)
ospitalization
. 3/48 (1 study) 2/98 (1 study)
Persistent All All 1 (146 3.06 (0.53t0 17.72 Very low-8
' 0.062 (0.01610 0.182)  0.020 (0.004 to 0.079) (146) ( ) y
Mixed All All - - 1 (2204) 1.35(1.12t0 1.61)  Very low-35
Lowt5
Emergency room 37/252(2 studies) 36/372(2 studies) .
visits Paroxysmal  All All 0.162 (0.119 t0 0.216) 0.125 (0.091 to 0.169) 2 (624) 1.22 (0.80 to0 1.85) FNo clinically
important effect)
10/1036(7 studi 4/1268(7 studi Lowts
(7 studies) (7 studies) 1.79(0.80t04.02)
Paroxysmal Al All 0.014 (0.008 to 0.024) 0.005 (0.002 to 0.011) 10 (2929) [0.80t0 40 (Clinically
. [0.008to 0.024] [0.002 to 0.01] ' ' significant harm)
All-cause mortality Lowts
. 9/667 (2 studies) 6/736 (2 studies) .
Persistent All All 3(1613 1.45 (0.56 to 3.75 Clinicall
! 0.014 (0.008 t®.027) 0.009 (0.004 to 0.019) ( ) ( ) (. I .I. Y
significant harm)

Note: The(pooled) proportions only include studies with outcome assessment at 52 webg&gelative risk only contains studies with mean ameasure of spread.

! Rated down for risk of bias

2Rated down for indirectness in the outcome (not all exactly symptomatic AF recurrence)

3 Rated down for indirectness in the population (including studies that only included efatigipants and/or studies that were classified into paroxysmal/persistent AF but
did not have >90% of that type)

4 Rated down for inconsistency

5 Rated down for imprecision

6 Rated down twice for imprecision

Abbreviations: AAD: antiarrhythmiaugs AF: atrial fibrillation; CI: confidence intervil-: heart failurePl: prediction intervalTIA: transient ischemic attack
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AB6.2A Forestplot recurrence of (symptomatic) AF/AT/AArelative risk
Recurrence of (symptomatic) AF/AT/AA

AAD Ablation
Reference Events N Events N RR RR [95% CI]

Paroxysmal AF; AAD-naive and ablation-naive

Andrade et al. 2021 (EARLY-AF) 39 149 17 154 —e— 2.37 [1.41, 4.00]
Ding et al. 2022 73 102 43 102 e 1.70 [1.31, 2.20]
Kuniss et al. 2021 (Cryo-FIRST) 23 111 12 107 —e— 1.85[0.97, 3.52]
Morillo et al. 2014 (RAAFT-2) 35 61 27 66 |—0—| 1.40[0.98, 2.01]
Wazni et al. 2005 (RAAFT) 22 35 4 32 ———e—— 5.03[1.94, 13.02]
Wazni et al. 2021 (STOP AF First) 35 99 21 104 ‘—e—1 1.75[1.10, 2.79]
RE Model for all studies (Q = 7.53, df =5, p = 0.184, 1= 0.0%, = 0.00) <o 1.76 [1.34, 2.32]
Prediction interval = 1.76 [1.34, 2.32]
Paroxysmal AF; AAD-exposed and ablation-naive

Blomstrém-Lundqvist et al. 2019 (CAPTAF) 16 74 11 73 —e— 1.43[0.72, 2.88]
Jais et al. 2008 (A4 STUDY) 42 55 7 53 f—e— 5.78 [2.86, 11.71]
Kuck et al. 2021 (ATTEST) 85 127 38 128 - 2.25[1.68, 3.02]
Martins et al. 2024 12 30 6 30 e 2.00[0.86, 4.63]
Monahan et al. 2022 (CABANA) 164 273 92 260 gl 1.70[1.40, 2.05]
Packer et al. 2013 (STOP AF) 76 82 49 163 e 3.08 [2.42, 3.93]
Pappone et al. 2006 (APAF) 24 99 14 99 —e— 1.71[0.94, 3.12]
Sohara et al. 2016 39 43 40 100 e 2.27[1.75, 2.94]
Wilber et al. 2010 (ThermoCool AF) 45 56 31 103 e 2.67[1.94, 3.68]
RE Model for all studies (Q = 25.33, df = 8, p = 0.001; 1> = 65.8%, ©° = 0.06) 2 2.32[1.78, 3.01]
Prediction interval - 2.32[1.27, 4.24]

Paroxysmal AF; AAD-mixed and ablation-exposed

Pokushalov et al. 2013 68 77 32 77 e 2.12[1.61, 2.80]
Persistent AF; AAD-exposed and ablation-naive
Monahan et al. 2022 (CABANA) 208 356 130 351 L 1.58 [1.34, 1.86]
Mont et al. 2014 (SARA) 34 48 39 98 D e 1.78 [1.31, 2.41]
FE Model for all studies (Q =0.47,df =1, p =0.492; 1% = 0.0%) L3 1.62 [1.40, 1.87]
Mixed type of AF; AAD-mixed and ablation unclear '
Al-Kaisey et al. 2023 (REMEDIAL) 45 47 23 49 ] 2.04 [1.51, 2.76]
| T i T |
0.05 0.25 1 4 16
Favors AAD Favors ablation

Abbreviations: AADantiarrhythmic drugsAF: atrial fibrillationCl: confidence intervatif: degrees of freedonF-E: fixeekffects;N:
total number of participantsRE randomeffects; RR: relative risk.
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A6.2BForest plot recurrence of (symptomatic) AF/AT/Adproportions

Recurrence of (symptomatic) AF/AT/AA

AAD Ablation AAD Ablation
Reference Events N Events N Proportion [95% CI] Proportion [95% CI]
Paroxysmal AF; AAD-naive and ablation-naive
Andrade et al. 2021 (EARLY-AF) 39 149 17 154 0.26 [0.19,0.34]  0.11[0.07, 0.17] o o
Kuniss et al. 2021 (Cryo-FIRST) 23 111 12 107 0.21[0.14,0.30]  0.11[0.06, 0.19] o L3
Morillo et al. 2014 (RAAFT-2) 35 61 27 66 0.57 [0.44, 0.70] 0.41[0.29, 0.54] e e
Wazni et al. 2005 (RAAFT) 22 35 4 32 0.63[0.45,0.78]  0.12[0.04, 0.30] —e— o—
Wazni et al. 2021 (STOP AF First) 35 99 21 104 0.35[0.26, 0.46] 0.20 [0.13, 0.29] e e
RE Model for AAD (Q = 37.76, df = 4, 2= 91.2%) 0.39[0.19, 0.63] <
Prediction interval 0.39 [0.06, 0.87] _
RE Model for ablation (Q = 29.85, df = 4, 2= 85.2%) 0.18 [0.08, 0.35] <9
Prediction interval 0.18[0.02, 0.65] E——
Paroxysmal AF; AAD-exposed and ablation-naive
Blomstrom-Lundqyvist et al. 2019 (CAPTAF) 16 74 1 73 0.22[0.13,0.33]  0.15[0.08, 0.26] o e
Jais et al. 2008 (A4 STUDY) 42 55 7 53 0.76 [0.63,0.86] 0.13[0.06, 0.26] o ro—
Kuck et al. 2021 (ATTEST) 85 127 38 128 0.67 [0.58,0.75]  0.30[0.22, 0.39] o e
Monahan et al. 2022 (CABANA) 164 273 92 260 0.60 [0.54, 0.66]  0.35[0.30, 0.42] e o4
Packer et al. 2013 (STOP AF) 76 82 49 163 0.93[0.84,0.97] 0.30[0.23, 0.38] e gl
Pappone et al. 2006 (APAF) 24 99 14 99 0.24[0.16,0.34]  0.14 [0.08, 0.23] e+ Ll
Sohara et al. 2016 39 43 40 100 0.91[0.77,0.97]  0.40 [0.30, 0.50] o4 e
Wilber et al. 2010 (ThermoCool AF) 45 56 31 103 0.80[0.67,0.89]  0.30[0.22, 0.40] e Al
RE Model for AAD (Q =134.44, df = 7, 1= 96.8%) 0.67 [0.39, 0.87] >
Prediction interval 0.67 [0.06, 0.98] —_—
RE Model for ablation (Q = 33.03, df =7, 2= 84.6%) 0.26 [0.18, 0.36] L 3
Prediction interval 0.26 [0.09, 0.55] <=
Persistent AF; AAD-exposed and ablation-naive
Monahan et al. 2022 (CABANA) 208 356 130 351 0.58 [0.53,0.64] 0.37 [0.32, 0.42] tef L]
Mont et al. 2014 (SARA) 34 48 39 98 0.71[0.56,0.83]  0.40 [0.30, 0.50] e o
FE Model for AAD (Q = 2.66, df =1, I* = 62.4%) 0.60 [0.55, 0.64] ¢
FE Model for ablation (Q = 0.25, df = 1, 12= 0.0%) 0.38 [0.33, 0.42] ¢
Mixed type of AF; AAD-mixed and ablation unclear
Al-Kaisey et al. 2023 (REMEDIAL) 45 47 23 49 0.96[0.84,0.99] 0.47[0.33,0.62) el —e—
I [ I | [ [ I I |
0.5 1 0 0.5 1
Proportion AAD Proportion ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffixetd; N:

total number of participants; RE: randeeffects
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Stroke (ischemic or hemorrhagic)

Previous exposure AAD Ablation

Reference AAD Ablation  Events N Events N RR RR [95% CI]
Paroxysmal AF

Andrade et al. 2021 (EARLY-AF) Naive Naive 0 149 0 154 ' b { 1.03 [0.02, 51.75]
Ding et al. 2022 Naive Naive 0 102 0 102 ' e i 1.00 [0.02, 49.92]
Kuniss et al. 2021 (Cryo-FIRST) Naive Naive 0 111 0 107 e 0.96 [0.02, 48.17]
Morillo et al. 2014 (RAAFT-2) Naive Naive 0 61 0 66 ‘.- 1.08 [0.02, 53.64]
Nielsen et al. 2012 (MANTRA-PAF) Naive Naive 0 148 1 146 . 0.33[0.01, 8.01]
Wazni et al. 2005 (RAAFT) Naive Naive 0 35 0 32 = 0.92[0.02, 44.90]
Kuck et al. 2021 (ATTEST) Exposed Naive 1 123 0 102 A 2.49[0.10, 60.52]
Packer et al. 2013 (STOP AF) Exposed Naive 1 82 4 163 l—o—i 0.50 [0.06, 4.38]
Kanagaratnam et al. 2023 (AVATAR-AF) Mixed Naive 0 103 0 218 —e = 2.11[0.04, 105.40]
RE Model for all studies (Q = 1.25, df = 8, p = 0.996; 1% = 0.0%, = 0.00) --— 0.86[0.28, 2.63]
Prediction interval _— 0.86[0.28, 2.63)
Persistent AF

Hummel et al. 2014 (TTOP-AF) Exposed Naive 0 72 4 138 l—o—-—c 0.21[0.01, 3.88]
Mont et al. 2014 (SARA) Exposed  Naive 0 48 0 98 o > 2.02[0.04, 100.32]
FE Model for all studies (Q = 0.83, df = 1, p = 0.364; 2= 0.0%) -—_-—-— 0.47 [0.05, 4.87]
Mixed type of AF :

Packer et al. 2019 (CABANA) Exposed Naive 7 1096 3 1108 n—-—o—u 2.36 [0.61, 9.10]

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffieetd; N:

total number of participants; RE: randeaffects; RR: relative risk.

A6.3BForest plot stroke (ischemic or hemorrhagigproportions

0.01 0.05 0.25 1 4
Favors AAD

Stroke (ischemic or hemorrhagic)

16 64
Favors ablation

Previous exposure  AAD Ablation AAD Ablation
Reference AAD Ablation Events N Events N Proportion [95% CI]  Proportion [95% Cl]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 0 149 0 154  0.000 [0.000, 0.031] 0.000 [0.000, 0.030] e .
Kuniss et al. 2021 (Cryo-FIRST) Naive Naive 0 111 0 107  0.000 [0.000, 0.042] 0.000 [0.000, 0.043] .
Wazni et al. 2005 (RAAFT) Naive Naive 0 35 0 32 0.000 [0.000, 0.123] 0.000 [0.000, 0.133] e~ -—
Packer et al. 2013 (STOP AF) Exposed Naive 1 82 4 163  0.012[0.001,0.075] 0.025[0.008, 0.066] - L]
Kanagaratnam et al. 2023 (AVATAR-AF)  Mixed Naive 0 103 0 218  0.000 [0.000, 0.045] 0.000 [0.000, 0.022] = .
RE Model for AAD (Q = 0.99, df = 4, ?= 0.0%) 0.007 [0.002, 0.022] [
Prediction interval 0.007 [0.002, 0.022] [
RE Model for ablation (Q = 4.65, df = 4, %= 28.7%) 0.010 [0.003, 0.031] »
Prediction interval 0.010 [0.002, 0.059] [
Persistent AF
Mont et al. 2014 (SARA) Exposed Naive 0 48 0 98 0.000 [0.000, 0.092] 0.000 [0.000, 0.047] e~ .
T 1 11
0.000 0.500 0.000 0.500

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffixetd; N:

total number ofparticipants; RE: randomffects
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A6.4AForest plot transient ischemic attackl IA)¢ relative risk

Transient ischemic attack (TIA)

Previous exposure ~ AAD Ablation

Reference AAD Ablation  Events N Events N RR RR [95% CI]
Paroxysmal AF

Andrade et al. 2021 (EARLY-AF) Naive Naive 1 149 0 154 0—0—- 3.10[0.13, 75.50]
Ding et al. 2022 Naive Naive 1 102 1 102 |—o—< 1.00 [0.06, 15.77]
Kuniss et al. 2021 (Cryo-FIRST) Naive Naive 0 111 1 107 ' » | 0.32 [0.01, 7.80]
Morillo et al. 2014 (RAAFT-2) Naive Naive 0 61 0 66 ; ‘.‘ | 1.08 [0.02, 53.64]
Nielsen et al. 2012 (MANTRA-PAF) Naive Naive 1 148 1 146 »—t—i 0.99 [0.06, 15.62]
Wazni et al. 2005 (RAAFT) Naive Naive 0 35 0 32 ' e | 0.92[0.02, 44.90]
Wazni et al. 2021 (STOP AF First) Naive Naive 0 99 1 104 [ . | 0.35[0.01, 8.49]
Blomstrém-Lundqvist et al. 2019 (CAPTAF) Exposed Naive 0 76 1 79 [ . | 0.35[0.01, 8.37]
Monahan et al. 2022 (CABANA) Exposed Naive 0 475 1 430 [ . i 0.30[0.01, 7.39]
Packer et al. 2013 (STOP AF) Exposed Naive 1 82 3 163 l—o—u 0.66 [0.07, 6.27]
Pappone et al. 2006 (APAF) Exposed Naive 0 99 1 99 ' . | 0.33[0.01, 8.09]
Kanagaratnam et al. 2023 (AVATAR-AF) Mixed Naive 1 103 1 218 l—-—o—l 2.1210.13, 33.51]
Pokushalov et al. 2013 Mixed Exposed 4 77 3 77 — 1.33[0.31, 5.76]
RE Model for all studies (Q = 3.19, df = 12, p = 0.994; I = 0.0%, v* = 0.00) - 0.85[0.40, 1.80]
Prediction interval <= 0.85[0.40, 1.80]

Persistent AF

Monahan et al. 2022 (CABANA) Exposed Naive 0 617 2 576 . | 0.19[0.01, 3.88]
Mont et al. 2014 (SARA) Exposed Naive 0 48 0 98 ! e = 2.02[0.04, 100.32]
FE Model for all studies (Q = 0.89, df = 1, p = 0.345; I = 0.0%) ——— 0.46[0.04, 5.02]

0.01 0.05 0.25 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: angirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffizetd; N:
total number of participants; RE: randeeffects; RR: relative risk.
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A64BForest plot transient ischemic attack (TIA)proportions

Transient ischemic attack (TIA)

Previous exposure AAD Ablation AAD Ablation
Reference AAD Ablation Events N Events N Proportion [95% CI]  Proportion [95% Cl]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 1 149 0 154  0.007 [0.000, 0.042] 0.000 [0.000, 0.030] = .
Kuniss et al. 2021 (Cryo-FIRST) Naive Naive 0 111 1 107  0.000 [0.000, 0.042] 0.009 [0.000, 0.058] & -
Wazni et al. 2005 (RAAFT) Naive Naive 0 35 0 32 0.000 [0.000, 0.123] 0.000 [0.000, 0.133] e~ -—i
Wazni et al. 2021 (STOP AF First) Naive Naive 0 99 1 104  0.000[0.000, 0.047] 0.010[0.001, 0.060] L]
Blomstrom-Lundqgyvist et al. 2019 (CAPTAF) Exposed Naive 0 76 1 79 0.000 [0.000, 0.060] 0.013 [0.001, 0.078] e .
Packer et al. 2013 (STOP AF) Exposed Naive 1 82 3 163  0.012[0.001, 0.075] 0.018 [0.005, 0.057] & L]
Pappone et al. 2006 (APAF) Exposed Naive 0 99 1 99 0.000 [0.000, 0.047] 0.010 [0.001, 0.063] e .
Kanagaratnam et al. 2023 (AVATAR-AF)  Mixed Naive 1 103 1 218  0.010[0.001, 0.061] 0.005 [0.000, 0.029] e L]
RE Model for AAD (Q =0.81,df =7, 1= 0.0%) 0.008 [0.003, 0.018] |
Prediction interval 0.008 [0.003, 0.018] |
RE Model for ablation (Q = 2.46, df = 7, I = 0.0%) 0.011 [0.006, 0.021] )
Prediction interval 0.011 [0.0086, 0.021] ]
Persistent AF
Mont et al. 2014 (SARA) Exposed Naive 0 48 0 98 0.000 [0.000, 0.092] 0.000 [0.000, 0.047] e~ L]
11 11
0.000 0.500  0.000 0.500

Proportion AAD Proportion Ablation

Abbreviations: AAD: angéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; N: total number of
participants; RE: randosmffects

A6.5A Forest plotheart failure incidenceg relative risk

Heart failure incidence

Previous exposure AAD Ablation
Reference AAD Ablation Events N Events N RR RR [95% CI]
Paroxysmal AF :
Wazni et al. 2021 (STOP AF First) Naive Naive 0 99 1 104 3 0.35[0.01, 8.49]
Kuck et al. 2021 (ATTEST) Exposed Naive 0 123 1 102 . 0.28 [0.01, 6.72]
Wilber et al. 2010 (ThermoCool AF) Exposed Naive 0 56 1 103 - 0.61[0.03, 14.69]

FE Model for all studies (Q = 0.12, df = 2, p = 0.940; I* = 0.0%) 0.39 [0.06, 2.45]

001 005 025 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffieetd; N:
total number of participants; RR: relative risk.
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A6.5B Forest plot heart failure incideneeproportions

Heart failure incidence

Previous exposure ~ AAD Ablation AAD Ablation
Reference AAD Ablation Events N Events N Proportion [95% CI]  Proportion [95% Cl]
Paroxysmal AF
Wazni et al. 2021 (STOP AF First) Naive Naive 0 99 1 104  0.000 [0.000, 0.047] 0.010 [0.001, 0.060] e *
Wilber et al. 2010 (ThermoCool AF) Exposed Naive 0 56 1 103  0.000 [0.000, 0.080] 0.010 [0.001, 0.061] e~ >
FE Model for AAD (Q = 0.08, df =1, 1% 0.0%) 0.007 [0.001, 0.045] -
FE Model for ablation (Q = 0.00, df = 1, I? = 0.0%) 0.010[0.002, 0.038] .

0.000 0.500 0.000 0.500

Proportion AAD Proportion Ablation
Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI. confidence interval; df: degrees of freedom; FEeffieetd; N:
total number of participants
AB6.6A Forest plot heart failure deterioration relative risk

Heart failure deterioration

Previous exposure AAD Ablation
Reference AAD Ablation  Events N Events N RR RR [95% CI]
Paroxysmal AF :
Andrade et al. 2021 (EARLY-AF) Naive Naive 0 149 1 154 - 0.34 [0.01, 8.39]

0.01 0.05 0.25 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: angéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; N: total number of
participants; RR: relative risk.

A6.6B Forest plot heart failure deterioration proportions

Heart failure deterioration

Previous exposure  AAD Ablation AAD Ablation
Reference AAD Ablation  Events N Events N Proportion [95% CI] __ Proportion [95% CI]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 0 149 1 154  0.000 [0.000, 0.031] 0.006 [0.000, 0.041] e ]

0.000 0.500 0.000 0.500
Proportion AAD Proportion Ablation

Abbreviations: AAD: angirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; N: total number of
participants
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AB6.7A Forest plot heart failure incidence or deterioratianrelative risk

Heart failure incidence or deterioration

Previous exposure  AAD Ablation
Reference AAD Ablation Events N Events N RR RR [95% CI]
Paroxysmal AF :
Nielsen et al. 2012 (MANTRA-PAF) Naive Naive 2 148 0 146 —-—o—— 4.93[0.24, 101.88]
Packer et al. 2013 (STOP AF) Exposed Naive 0 82 1 163 . 0.66 [0.03, 15.99]
FE Model for all studies (Q = 0.81, df = 1, p = 0.370; I° = 0.0%) —__| [ 1.90[0.21, 17.07]

[ I I I I

0.01 005 025 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: angéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffixetd; N:
total number of participants; RR: relative risk.

A6.7B Forest plot heart failure incidence or deterioratiproportions

Heart failure incidence or deterioration

Previous exposure  AAD Ablation AAD Ablation
Reference AAD Ablation  Events N Events N Proportion [95% CI]  Proportion [95% Cl]
Paroxysmal AF
Packer et al. 2013 (STOP AF) Exposed Naive 0 82 1 163  0.000 [0.000, 0.056] 0.006 [0.000, 0.039] e °

0.000 0.500  0.000 0.500

Proportion AAD Proportion Ablation

Abbreviations: AAD: angirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; N: total number of
participants

A6.8A Forest plot hospitalizatiog relative risk

Hospitalization

Previous exposure AAD Ablation
Reference AAD Ablation  Events N Events N RR RR [95% CI]
Paroxysmal AF '
Andrade et al. 2021 (EARLY-AF) Naive Naive 13 149 5 154 '—0—- 2.69[0.98, 7.35]
Ding et al. 2022 Naive Naive 4 102 1 102 . 4.00 [0.45, 35.18]
Packer et al. 2013 (STOP AF) Exposed Naive 5 82 2 163 —— 4.97 [0.99, 25.07]
Kanagaratnam et al. 2023 (AVATAR-AF) Mixed Naive 3 103 5 218 -—-0—- 1.27 [0.31, 5.21]
FE Model for all studies (Q =1.76, df = 3, p = 0.624; 1= 0.0%) -- 2.61[1.31, 5.23]
Persistent AF :
Mont et al. 2014 (SARA) Exposed Naive 3 48 2 98 -—-—o—c 3.06 [0.53, 17.72]
Mixed type of AF :
Packer et al. 2019 (CABANA) Exposed Naive 225 1096 169 1108 ] 1.35[1.12, 1.61]

0.01 005 0.25 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: ansirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffixetd; N:
total number of participants; RR: relative risk.
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Hospitalization

A6.8B Forest plot hospitalizatiog proportions

Previous exposure ~ AAD Ablation AAD Ablation
Reference AAD Ablation  Events N Events N Proportion [95% CI]  Proportion [95% CI]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 13 149 5 154 0.087 [0.049, 0.148] 0.032[0.012, 0.078] & -
Packer et al. 2013 (STOP AF) Exposed Naive 5 82 2 163 0.061[0.023,0.143] 0.012[0.002, 0.048] e~ L]
Kanagaratnam et al. 2023 (AVATAR-AF)  Mixed Naive 3 1083 5 218 0.029[0.008, 0.089] 0.023 [0.008, 0.056] e .
FE Model for AAD (Q = 3.23, df = 2, 1?= 38.1%) 0.068 [0.045, 0.102] .
FE Model for ablation (Q = 1.40, df = 2, 12= 0.0%) 0.024 [0.014, 0.042] ’
Persistent AF
Mont et al. 2014 (SARA) Exposed Naive 3 48 2 98 0.062 [0.016, 0.182] 0.020 [0.004, 0.079] =— .

0.000 0.500 0.000 0.500

Proportion AAD Proportion Ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffietd; N:

total number of participants.

AB6.9A Forest plot emergency room visiigelative risk

Emergency room visits

Previous exposure ~ AAD Ablation
Reference AAD Ablation Events N Events N RR RR [95% ClI]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 30 149 28 154 —— 1.11[0.70, 1.76]
Kanagaratnam et al. 2023 (AVATAR-AF) Mixed Naive 7 103 8 218 —-—.— 1.85[0.69, 4.97]

FE Model for all studies (Q = 0.85, df = 1, p = 0.355; I = 0.0%)

0.01 005 025 1 4

—

1.22 [0.80, 1.85]

T T I I

16 64

Favors AAD Favors ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants; RR: relative risk.

A6.9B Forest plot emergency room visgproportions

Emergency room visits

Previous exposure ~ AAD Ablation AAD Ablation
Reference AAD Ablation  Events N Events N Proportion [95% CI]  Proportion [95% ClI]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 30 149 28 154  0.201[0.142,0.277] 0.182[0.126, 0.254] .- RS
Kanagaratnam et al. 2023 (AVATAR-AF)  Mixed Naive 7 103 8 218  0.068 [0.030, 0.140] 0.037[0.017,0.074] e °
FE Model for AAD (Q =7.89,df =1, 2= 87.3%) 0.162[0.119, 0.216] -
FE Model for ablation (Q = 17.94, df = 1, 1? = 94.4%) 0.125[0.091, 0.169] -
11 11
0.000 0.500 0.000 0.500

Proportion AAD Proportion Ablation

Abbreviations: AAD: angirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffizetd; N:

total number of participants.
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AB6.10A Forest plot allcause mortalityg relative risk

All-cause mortality

Previous exposure AAD Ablation

Reference AAD Ablation  Events N Events N RR RR [95% CI]
Paroxysmal AF

Andrade et al. 2021 (EARLY-AF) Naive Naive 0 149 0 154 : 1.03 [0.02, 51.75]
Ding et al. 2022 Naive Naive 0 102 0 102 [ = | 1.00 [0.02, 49.92]
Kuniss et al. 2021 (Cryo-FIRST) Naive Naive 0 111 0 107 ' e | 0.96 [0.02, 48.17]
Morillo et al. 2014 (RAAFT-2) Naive Naive 0 61 0 66 ' e | 1.08 [0.02, 53.64]
Nielsen et al. 2012 (MANTRA-PAF) Naive Naive 4 148 3 146 1—0—« 1.32[0.30, 5.77]
Jais et al. 2008 (A4 STUDY) Exposed Naive 2 59 0 53 n—o—- 4.50 [0.22, 91.67]
Monahan et al. 2022 (CABANA) Exposed Naive 7 476 2 470 l—.—i 3.46 [0.72, 16.55]
Packer et al. 2013 (STOP AF) Exposed Naive 0 82 1 163 . 0.66 [0.03, 15.99]
Wilber et al. 2010 (ThermoCool AF) Exposed Naive 0 56 1 103 . 0.61[0.03, 14.69]
Kanagaratnam et al. 2023 (AVATAR-AF) Mixed Naive 1 103 0 218 ————e&—— 6.32[0.26, 153.77]
RE Model for all studies (Q =2.94, df =9, p = 0.967; 1= 0.0%, = 0.00) -—- 1.79[0.80, 4.02]
Prediction interval -‘- 1.79[0.80, 4.02]
Persistent AF

Hummel et al. 2014 (TTOP-AF) Exposed Naive 0 72 1 138 » 0.63 [0.03, 15.39]
Monahan et al. 2022 (CABANA) Exposed Naive 9 619 6 638 ——i 1.55[0.55, 4.32]
Mont et al. 2014 (SARA) Exposed Naive 0 48 0 98 . 2.02[0.04, 100.32]
FE Model for all studies (Q = 0.30, df = 2, p = 0.860; 12 = 0.0%) -‘-— 1.45[0.56, 3.75]

[ I I I \ T \

0.01 0.05 0.25 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffieetd; N:
total number of participants; RE: randeeffects; RR: relative risk.
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A6.10B Forest plot alicause mortalityc proportions

Cochrane

Netherlands

All-cause mortality

Previous exposure ~ AAD Ablation AAD Ablation
Reference AAD Ablation  Events N Events N Proportion [95% CI]  Proportion [95% Cl]
Paroxysmal AF
Andrade et al. 2021 (EARLY-AF) Naive Naive 0 149 0 154  0.000 [0.000, 0.031] 0.000 [0.000, 0.030] e L]
Kuniss et al. 2021 (Cryo-FIRST) Naive Naive 0 111 0 107  0.000 [0.000, 0.042] 0.000 [0.000, 0.043] = L]
Jais et al. 2008 (A4 STUDY) Exposed Naive 2 59 0 53 0.034 [0.006, 0.127] 0.000 [0.000, 0.084] e~ -
Monahan et al. 2022 (CABANA) Exposed Naive 7 476 2 470  0.015[0.006, 0.031] 0.004 [0.001,0.017] e .
Packer et al. 2013 (STOP AF) Exposed Naive 0 82 1 163  0.000 [0.000, 0.056] 0.006 [0.000, 0.039] e .
Wilber et al. 2010 (ThermoCool AF) Exposed Naive 0 56 1 103  0.000 [0.000, 0.080] 0.010[0.001, 0.061] e L]
Kanagaratnam et al. 2023 (AVATAR-AF)  Mixed Naive 1 103 0 218  0.010[0.001,0.061] 0.000 [0.000, 0.022] e .
RE Model for AAD (Q = 3.90, df = 6, = 0.0%) 0.014 [0.008, 0.024] ]
Prediction interval 0.014 [0.008, 0.024] }
RE Model for ablation (Q = 1.13, df = 6, 1= 0.0%) 0.005 [0.002, 0.011] |
Prediction interval 0.005 [0.002, 0.011] |
Persistent AF
Monahan et al. 2022 (CABANA) Exposed Naive 9 619 6 638  0.015[0.007,0.028] 0.009[0.004,0.021] e .
Mont et al. 2014 (SARA) Exposed Naive 0 48 0 98 0.000 [0.000, 0.092] 0.000 [0.000, 0.047] e~
FE Model for AAD (Q = 0.06, df =1, 1= 0.0%) 0.014 [0.008, 0.027] ]
FE Model for ablation (Q = 0.18, df = 1, 2= 0.0%) 0.009 [0.004, 0.019] |
711 11
0.000 0.500 0.000 0.500

Proportion AAD Proportion Ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants; RE: randeaffects.
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Appendix7. Repeat ablation results

A7.1 Summary of findings
Population

Outcome Type of AF Previous exposure to Previous exposure to Proportion event in catheter ablation treatment

GRADE rating

AADs catheter ablation group (95% ClI)
Paroxysmal Naive Naive 6/327 (3 studies) High
0.024 (0.011 to 0.052)
Repeat ablation during the Paroxysmal Exposed Naive 8.72/2;%.31%1?:3;)275) Low?
blanking period Paroxysmal Mixed Naive §0é§;8( cglozt;(tjg)o 140) High
Mixed Exposed Naive ?)Sé;;(iggls;ugyé 034) Moderate?
Paroxysmal Naive Naive ;9(;;(151( (g_zo:tg;ﬂtjci;e; ) 138) Low?
Paroxysmal Mixed Naive (2)41/%8( (510;21?3/)0 161) High
Paroxysmal Naive Naive g/;g;) E(Z)(s)guld Le)sc)). 050) High
Persistent Exposed Naive g/?)g 2(1( Os t(;l:g)to 0.159) High

Note: The(pooled) proportions only include studies with outcome assessment at 52 weeks efarappeat ablation during the blanking periedhichare for a period of 1113
weeks.If there was reporting of repeat ablation for participants that crossed over from the AAD treatment group to the cathatiemaiploup this number of events and
number of participants were included in the total proportion.

1 Rated down for risk of bias

2 Rated down for indirectness in the population (including studies that only included elderly participants and/or studiesrthatassified into paroxysmal/persistent AF but
did not have >90% of that type)

3 Rated dowrtwice for inconsistency

Abbreviations: AAD: antiarrhythmarugs AF: atrial fibrillation; CI: confidence interval
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A7.2Forest plot epeat ablation during the blanking period

Repeat ablation during the blanking period

Reference Events N Proportion Proportion [95% CI]

Paroxysmal AF; AAD-naive and ablation-naive

Andrade et al. 2021 (EARLY-AF) 1 154 —i 0.006 [0.000, 0.041]
Kuniss et al. 2021 (Cryo-FIRST) 4 107 i 0.037 [0.012, 0.099]
Morillo et al. 2014 (RAAFT-2) 1 66 — 0.015 [0.001, 0.093]
FE Model for all studies (Q = 2.76, df = 2, I = 27.7%) < 0.024 [0.011, 0.052]

Paroxysmal AF; AAD-exposed and ablation-naive

Jais et al. 2008 (A4 STUDY) 23 53 . 0.434 [0.301, 0.576]
Packer et al, 2013 (STOP AF) 31 163 — . 0.190 [0.135, 0.261]
Wilber et al. 2010 (ThermoCool AF) 13 103 —.— 0.126 [0.072, 0.210]
FE Model for all studies (Q = 18.93, df = 2, 1= 89.4%) ——— 0.223 [0.178, 0.275]

Paroxysmal AF; AAD-mixed and ablation-naive
Kanagaratnam et al. 2023 (AVATAR-AF) 20 218 —— 0.092 [0.058, 0.140]

Mixed type of AF; AAD-exposed and ablation-naive
Packer et al. 2019 (CABANA) 25 1108 » 0.023 [0.015, 0.034]

0.000 0.200 0.400 0.600

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffeetd; N:
total number of participants

A7.3Forest plot epeat ablationafter the blanking period

Repeat ablation after the blanking period

Reference Events N Proportion Proportion [95% ClI]

Paroxysmal AF; AAD-naive and ablation-naive

Andrade et al. 2021 (EARLY-AF) 17 154 —e—i 0.110[0.068, 0.173]
Kuniss et al. 2021 (Cryo-FIRST) 2 107 e 0.019[0.003, 0.072]
FE Model for all studies (Q =6.10, df = 1, 2= 83.6%) —— 0.091 [0.059, 0.138]

Paroxysmal AF; AAD-exposed and ablation-naive

Blomstrém-Lundqvist et al. 2019 (CAPTAF) 14 75 —_— 0.187 [0.109, 0.297]
Pappone et al. 2006 (APAF) 9 99 ——— 0.091[0.045, 0.170]
FE Model for all studies (Q = 3.29, df = 1, I* = 69.6%) —_— 0.140 [0.094, 0.202]

Paroxysmal AF; AAD-mixed and ablation-naive
Kanagaratnam et al. 2023 (AVATAR-AF) 24 218 ——— 0.110[0.073, 0.161]

0.000 0.200 0.400 0.600

Abbreviations: AAD: angirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffixetd; N:
total number of participants.
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A7.4Forest plot epeat ablation during the total followup (or unclear)

Repeat ablation during the total period (or unclear)

Reference Events N Proportion Proportion [95% CI]

Paroxysmal AF; AAD-naive and ablation-naive

Wazni et al. 2005 (RAAFT) 0 32 *~—— 0.000 [0.000, 0.133]
Wazni et al. 2021 (STOP AF First) 0 138 - 0.000 [0.000, 0.034]
FE Model for all studies (Q = 0.52, df = 1, I’ = 0.0%) -— 0.007 [0.001, 0.050]
Paroxysmal AF; AAD-exposed and ablation-naive

Kuck et al. 2021 (ATTEST) 10 128 —— 0.078 [0.040, 0.143]
Persistent AF; AAD-exposed and ablation-naive

Mont et al. 2014 (SARA) 8 98 ——— 0.082 [0.038, 0.159]

[

I I 1
0.000 0.200 0.400 0.600

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants.
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Appendix8. Serious adverse eveni®oth groups)results

A8.1 Summary of findings

Population Proportions at 52 weeks Relative risk at any followup duration
Previous FIevious Proportion event in NSOl
Outcome exposure to Proportion event in AAD P . studies Relative risk (95% Cl) GRADE
Type of AF  exposure to catheterablation .
catheter treatment group (95% CI (number of  [95% PI] rating
AADs : treatment group (95% ClI) o
ablation participants)
. . . 0/184 (2 studies) 1/186 (2 studies)
D h All All N 2 (37 .51(0.04 . Very low-3
eep vein thrombosis aive 0.007 (0.001 to 0.047)  0.009 (0.002 to 0.042) (370) 0.51(0.04 t0 6.03) erylo
Intracardiac thrombus All All Naive - - 1(225) 0.28 (0.01t0 6.72) Very low-23
1/134 (2 studi 0/136 (2 studi
Pulmonary embolism All All Naive (2 studies) (2 studies) 2(270) 1.92 (0.16 t22.60) Very low-3
0.011 (0.002 to 0.054)  0.008 (0.001 to 0.058)
Thromboembolism All All Naive - - 1(149) 1.01 (0.06 to 15.90)  Very low-23
. . . 0/99 (1 study) 1/104 (1 study)
Ventricular tachyarrhyth All All N 1 (203 0.35 (0.01 to 8.49 Very low-3
entricular tachyarrhythmia aive 0.000 (0.000 to 0.047)  0.010 (0.001 to 0.060) (203) (0.01108.49)  Verylo
. . . 3/187 (2 studies) 1/186 (2 studies) 1.35(0.39t0 4.73)
Ventricular tach d All All N 6 (1064 Very low-3
entriciar tachycardia aive 0.018 (0.006 to 0.055)  0.009 (0.002 to 0.044) @064 1039104.73 erlo
1/82 (1 study) 3/163 (1 study)
P I Al All 2 (449 0.73(0.10t0 5.15 Very low3
Life-threatening/ aroxysma 0.012 (0.001 to 0.075)  0.018 (0.005 to 0.057) (449) (0.10t05.15)  Verylo
major bleeding Persistent  All All - - 1(210) 9.52 (0.46 to 195.71) Very low?
Mixed All All - - 1 (2204) 1.01 (0.64t0 1.59)  Very low-23

Note: The(pooled proportions only include studies with outcome assessment at 52 weeks, the relative risk only contains studies with meaasanel ofi spread.

1 Rated down for risk of bias
2Rated down for indirectness in the population (including studies thatioolyded elderly participants and/or studies that were classified into paroxysmal/persistent AF but

did not have >90% of that type)
3 Rated down twice for imprecision
Abbreviations: AAD: antiarrhythmiaugs AF: atrial fibrillation; CI: confidence interval; PI: prediction interval
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A8.2AThrombosis/embolism relative risk

Thrombosis/embolism

AAD Ablation
Reference Type of AF Exposure to AAD Events N Events N RR RR [95% CI]
Deep vein thrombosis; ablation-naive
Andrade et al. 2021 (EARLY-AF) Mixed Naive 0 149 1 154 - 0.34 [0.01, 8.39]
Wazni et al. 2005 (RAAFT) Mixed Naive 0 35 0 32 » 0.92 [0.02, 44.90]
FE Model for all studies (Q =0.15,df =1, p =0.703; I? = 0.0%) —_— 0.51[0.04, 6.03]
Intracardiac thrombus; ablation-naive
Kuck et al. 2021 (ATTEST) Paroxysmal Exposed 0 123 1 102 - 0.28 [0.01, 6.72]
Pulmonary embolism; ablation-naive :
Wazni et al. 2021 (STOP AF First) Paroxysmal Naive 1 99 0 104 . 3.15[0.13, 76.43]
Wazni et al. 2005 (RAAFT) Mixed Naive 0 35 0 32 = 0.92 [0.02, 44.90]
FE Model for all studies (Q =0.23,df =1, p = 0.631; 1 = 0.0%) —_— 1.92 [0.16, 22.60]
Thromboembolism; ablation-naive
Wettervik et al. 2024 (CAPTAF) Mixed Exposed 1 74 1 75 .—% 1.01 [0.08, 15.90]

0.01 0.05 0.25 1 4
Favors AAD

16 64
Favors ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants; RR: relative risk.

A8.2B Thrombosis/embolisng proportions

Thrombosis/embolism

AAD Ablation AAD
Events N Events N

Ablation

Reference Type of AF Exposure to AAD Proportion [95% CI] Proportion [95% Cl]

Deep vein thrombosis; ablation-naive

Andrade et al. 2021 (EARLY-AF)  Mixed Naive 1] 149 1 154  0.000 [0.000, 0.031] 0.006 [0.000, 0.041] e .

Wagzni et al. 2005 (RAAFT) Mixed Naive 0 35 0 32 0.000 [0.000, 0.123] 0.000 [0.000, 0.133] e~ -

FE Model for AAD (Q = 0.51, df =1, = 0.0%) 0.007 [0.001, 0.047] >

FE Model for ablation (Q = 0.24, df = 1, 1= 0.0%) 0.009 [0.002, 0.042] ’

Pulmonary embolism; ablation-naive

Wazni et al. 2021 (STOP AF First) Paroxysmal Naive 1 99 0 104  0.010[0.001, 0.063] 0.000 [0.000, 0.044] e .

Wazni et al. 2005 (RAAFT) Mixed Naive 0 35 0 32 0.000 [0.000, 0.123] 0.000 [0.000, 0.133] e~ -~—

FE Model for AAD (Q = 0.03, df =1, = 0.0%) 0.011 [0.002, 0.054] .

FE Model for ablation (Q = 0.34, df = 1, 12= 0.0%) 0.008 [0.001, 0.058] >
11 11

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffietd; N:

total number of participants.
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A8.3A Ventricular tachycardia/arrhythmig relative risk

Ventricular tachycardia/-arrhythmia

AAD Ablation

Reference Type of AF Exposure to AAD EventsN Events N RR RR [95% CI]
Ventricular tachyarrhythmia; ablation-naive '

Wazni et al. 2021 (STOP AF First) Paroxysmal Naive 0 99 1 104 »—0—-—« 0.35[0.01, 8.49]
Ventricular tachycardia; ablation-naive :

Kuniss et al. 2021 (Cryo-FIRST) Paroxysmal Naive 1 111 0 107 -—.—o—o— 2.891[0.12, 70.24]
Morillo et al. 2014 (RAAFT-2) Paroxysmal Naive 0 61 0 66 » 1.08 [0.02, 53.64]
Nielsen et al. 2012 (MANTRA-PAF) Paroxysmal Naive 0 148 1 146 -—o—-—< 0.33[0.01, 8.01]
Martins et al. 2024 Paroxysmal Exposed 0 30 1 30 -—0—-—- 0.33[0.01, 7.87]
Hummel et al. 2014 (TTOP-AF) Persistent  Exposed 1 72 0 138 -—-—.—-—- 5.71[0.24, 138.48]
Blomstrém-Lundqvist et al. 2019 (CAPTAF) Mixed Exposed 2 76 1 79 ————— 2.08 [0.19, 22.46]
RE Model for all studies (Q = 2.65, df =5, p = 0.754; 12=0.0%, t° = 0.00) ---- 1.35[0.39, 4.73]
Prediction interval —~ 1.35[0.39, 4.73]

0.01 005025 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; N: total number of
participants; RE: randomffects; RR: relative risk.

A8.3B Ventricular tachycardia/arrhythmig proportions

Ventricular tachycardia/-arrhythmia

AAD Ablation AAD Ablation
Reference Type of AF Exposure to AAD  Events N Events N Proportion [95% Cl]Proportion [95% CI]
Ventricular tachyarrhythmia; ablation-naive
Wagzni et al. 2021 (STOP AF First) Paroxysmal Naive 0 99 1 104  0.000 [0.000, 0.047] 0.010 [0.001, 0.060] & ]
Ventricular tachycardia; ablation-naive
Kuniss et al. 2021 (Cryo-FIRST) Paroxysmal Naive 1 111 0 107  0.009 [0.000, 0.056] 0.000 [0.000, 0.043] = .
Blomstrém-Lundgyvist et al. 2019 (CAPTAF) Mixed Exposed 2 76 1 79 0.026 [0.005, 0.100] 0.013 [0.001, 0.078] e~ .
FE Model for AAD (Q = 0.78, df = 1, I = 0.0%) 0.018 [0.008, 0.055] .
FE Model for ablation (Q = 0.34, df = 1, 12 = 0.0%) 0.009 [0.002, 0.044] .
11 11

0.000 0.500 0.000 0.500
AAD Ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants
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A8.4A Forest plot lifehreatening/major bleedingc relative risk

Life-threatening/major bleeding

Previous exposure AAD Ablation
Reference AAD Ablation Events N Events N RR RR [95% CI]
Paroxysmal AF .
Ding et al. 2022 Naive Naive 0 102 0 102 : 1.00 [0.02, 49.92]
Packer et al. 2013 (STOP AF) Exposed Naive 1 82 3 163 —————— 0.66 [0.07, 6.27]
FE Model for all studies (Q = 0.03, df = 1, p = 0.858; I?= 0.0%) —_— 0.73[0.10, 5.15]
Persistent AF ;
Hummel et al. 2014 (TTOP-AF) Exposed Naive 2 72 0 138 ——e—= 9.52[0.46, 195.71]
Mixed type of AF :
Packer et al. 2019 (CABANA) Exposed Naive 36 1096 36 1108 —— 1.01[0.64, 1.59]

[ I I I I I I

001 005 025 1 4 16 64
Favors AAD Favors ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants; RR: relative risk.

A8.4B Forest plot lifehreatening/major bleedingg proportions

Life-threatening/major bleeding

Previous exposure  AAD Ablation AAD Ablation
Reference AAD Ablation  Events N Events N Proportion [95% CI]  Proportion [95% Cl]
Paroxysmal AF
Packer et al. 2013 (STOP AF) Exposed Naive 1 82 3 163  0.012[0.001,0.075] 0.018 [0.005, 0.057] e .

0.000 0.500  0.000 0.500

Proportion AAD Proportion Ablation

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; N: total number of
participants.
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Appendix9. Serious adverse events (onfgr catheter ablation) results

A9.1 Summary of findings

Population
Outcome Previous exposure to Previous exposure to Proportion eventin catheter ablation treatment
Type of AF P P . group (95% CI) GRADE rating
AADs catheter ablation
[95% PI]
0/1882 {7 studies)
Atrio-oesophageal fistula All All Naive 0.003 (0.001 to 0.C8) High
[0.001 to 0.08]
24/2405 (D studies)
All All Naive 0.013 (0.0eB to 0.021) High
Pericardial tamponade [0.005t0 0.033]
3/120 (1 study) .
All All Exposed High
P 0.025 (0.006 to 0.077) g
Pericardial tamponade or Al Al Naive 2/87 (1 study) High
pericardial effusion 0.023 (0.004 to 0.088) 9
Pericardial tamponade or 1/190 (1 study)

i ial effusi i All All Nai High
pericardial effusion (drainage aive 0.005 (0.000 to 0.033) ig
warranted)

6/724 (5studies)
Pericarditis All All Naive 0.011 (0.005 to 0.025) High
[0.005to 0.(25)]
. . " 1/200 (1 study) .
P All All N High
erimyocarditis aive 0.005 (0.000 to 0.032) ig
. - . 1/1036 @ studies) )
Phrenic nerve injury All All Naive 0.003 (0.001 to 0.012) Lowt
. " 33/579 @ studies)
Ph | All All N Low?
renic nenve paisy ave 0.084 (0.060 to 0.116) ©
. . . 4/228 (1 study) .
Phrenic nerve palsy (persistent) All All Naive 0.018 (0.006 0 0.047) High
. . 8/579 (4 studi .
Phrenic nerve paralysis All All Naive 0.021 EO.Elul Itis()).041) High
" 1/1006(1 study
P h All All N M
neumothorax aive 0.001 (0.000 to 0.08) oderatet
27/2286(11 studies)
Pulmonary vein stenosis All All Naive 0.016 (0.008 to 0.32) Moderate?
[0.002 to 0.099
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Note: If there was reporting of repeat ablation for participants that crossed over fromPA&I2 treatment group to the catheter ablation group, this number of events and
number of participants were included in the total proportion.

1 Rated down for indirectness in the population (including studies that only included elderly participants and/or studieerthatassified into paroxysmal/persistent AF but
did not have >90% of that type)

2 Rated down for inconsistency

3 Rated dowrtwice for inconsistency

Abbreviations: AAD: antiarrhythmélrugs AF: atrial fibrillation; CI: confidenagerval; PI: prediction interval
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A9.2 Forest plot drio-oesophageal fistula

Atrio-oesophageal fistula

Reference Type of AF Exposure to AAD Events N Proportion Proportion [95% Cl]

Ablation-naive

Ding et al. 2022 Paroxysmal Naive 0 115 ~— 0.000 [0.000, 0.040]
Kuniss et al. 2021 (Cryo-FIRST) Paroxysmal Naive 0 126 . 0.000 [0.000, 0.037]
Morillo et al. 2014 (RAAFT-2) Paroxysmal Naive 0 92 *~— 0.000 [0.000, 0.050]
Sohara et al. 2016 Paroxysmal Exposed 0 134 *— 0.000 [0.000, 0.035]
Hummel et al. 2014 (TTOP-AF) Persistent Exposed 0 181 [ 0.000 [0.000, 0.026]
Packer et al. 2013 (STOP AF) Mixed Exposed 0 228 [ 0.000 [0.000, 0.021]
Packer et al. 2019 (CABANA) Mixed Exposed 0 1006 ] 0.000 [0.000, 0.005]
RE Model for all studies (Q = 1.93, df =6, 1= 0.0%) + 0.003 [0.001, 0.008]
Prediction interval '

[

0.003 [0.001, 0.008]
I I I

0.000 0.200 0.400 0.600

Abbreviations: AAD: angéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; N: total number of
participants RR: randonreffects

A9.3Forest plot gericardial tamponade/effusion

Pericardial tamponade and effusion

Reference Type of AF Exposure to AAD  Events N Proportion Proportion [95% CI]

Pericardial tamponade; ablation-naive

Kuniss et al. 2021 (Cryo-FIRST) Paroxysmal Naive 0 126 e+ 0.000 [0.000, 0.037]
Morillo et al. 2014 (RAAFT-2) Paroxysmal Naive 4 92 o— 0.043 [0.014, 0.114]
Nielsen et al. 2012 (MANTRA-PAF) Paroxysmal Naive 3 200 W~ 0.015[0.004, 0.047]
Jais et al. 2008 (A4 STUDY) Paroxysmal Exposed 2 90 - 0.022 [0.004, 0.086]
Kuck et al. 2021 (ATTEST) Paroxysmal Exposed 1 117 w4 0.009 [0.000, 0.054]
Sohara et al. 2016 Paroxysmal Exposed 0 134 o~ 0.000 [0.000, 0.035]
Kanagaratnam et al. 2023 (AVATAR-AF) Paroxysmal Mixed 2 274 = 0.007 [0.001, 0.029]
Hummel et al. 2014 (TTOP-AF) Persistent Exposed 2 138 e 0.014 [0.003, 0.057]
Packer et al. 2013 (STOP AF) Mixed Exposed 2 228 w»H 0.009 [0.002, 0.035]
Packer et al. 2019 (CABANA) Mixed Exposed 8 1006 w 0.008 [0.004, 0.016]
RE Model for all studies (Q =11.13, df =9, 1= 29.0%) [} 0.013 [0.008, 0.021]
Prediction interval [ed 0.013 [0.005, 0.033]
Pericardial tamponade; ablation-exposed

Pokushalov et al. 2013 Paroxysmal Mixed 3 120 +eo— 0.025 [0.006, 0.077]
Pericardial tamponade or pericardial effusion; ablation-naive

Blomstrom-Lundqvist et al. 2019 (CAPTAF)  Mixed Exposed 2 87 H— 0.023 [0.004, 0.088]
Pericardial tamponade or pericardial effusion (drainage warranted); ablation-naive

Andrade et al. 2021 (EARLY-AF) Mixed Naive 1 190 o~ 0.005 [0.000, 0.033]

[ I I I
0.000 0.200 0.400 0.600

Abbreviations: AAD: ansirrhythmic drugs; AF: atrial fibrillation; CI: confidence interval; df: degrees of freedom; N: total number of
participants; RE: randosmffects.
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A9.4Forest plot geri(myo)carditis

Pericarditis and perimyocarditis

Reference Type of AF Exposure to AAD  Events N Proportion Proportion [95% CI]

Pericarditis; ablation-naive

Wazni et al. 2021 (STOP AF First) Paroxysmal Naive 1 138 e~ 0.007 [0.000, 0.046]
Kuck et al. 2021 (ATTEST) Paroxysmal Exposed 2 117 e— 0.017 [0.003, 0.067]
Hummel et al. 2014 (TTOP-AF) Persistent Exposed 1 181 e~ 0.006 [0.000, 0.035]
Mont et al. 2014 (SARA) Persistent Exposed 2 98 - 0.020 [0.004, 0.079]
Andrade et al. 2021 (EARLY-AF) Mixed Naive 0 190 &~ 0.000 [0.000, 0.025]
RE Model for all studies (Q = 2.85, df = 4, 1= 0.0%) . 0.011 [0.005, 0.025]
Prediction interval . 0.011 [0.005, 0.025]
Perimyocarditis; ablation-naive

Nielsen et al. 2012 (MANTRA-PAF) Paroxysmal Naive 1 200 e~ 0.005 [0.000, 0.032]
[ [ I I

0.000 0.200 0.400 0.600

Abbreviations: AAD: angéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; N: total number of
participants RE: randoneffects.

A9.5Forest plot grenic nerve injury/palsy/paralysis

Abbreviations: AAD: anéirrhythmic drugs; AF: atrial fibrillation; Cl: confidence interval; df: degrees of freedom; FEeffietd; N:
total number of participants.
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