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Lifetime risk of AF increases with
increasing risk factor burden®

& AF diinyada tiim nedenlere bagli 6liimlerin en
basta gelen nedenlerinden biri

& Bir cok kardiyovaskiiler risk faktoriiniin AF
gelisiminin bagimsiz dngoriiciiler: oldugu
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& Son donemde birincil ve ikincil korunmada e . ‘ _
degistirilebilir risk faktorlerinin katkisi daha 1y1 e oo Age (years)
K . isk Profile*
anlasilmis ve tedavinin odak noktas1 haline Optimal  234% (128% to 345%)

- = = Borderline 334% (279% t0 3

gelmi$tir —-— Elevated  38.4% (355%
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Risk factor RR (95% CI)
CHF 4,11 (2.1, £.03)

Male gender 1.68(1.34, 5.38)
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CAD 165 (1.23, 2.14)

HT 146(1.29, 1.65)

=
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1.36(1.16, 1.6)

DM 1.22(1.09, 1.38)

=

Age [per year) 1.09(1.07, 1.1)

BMI (per unit) 1.07(1.05, 1.08)

Cumulative probability of AF
—_ 3}
[
[ ) ]

Alcohal consumption 1.04 (1.0, 1.07)

Cigarette smoking 1~ 1.01(0.8,13)

Circulation. 2017;136:583-596.




® NoOrohumoral aktivasyon

& Yapisal yeniden sekillenme

& Elektriksel yeniden sekillenme
& Inflamasyon ve oksidatif stres

& Otonomik disfonksiyon

Conductlon abnormalities (-—m

m-& Abbreviated u,fr.uwnm,“ ‘ Structural ubnuun.nllluu.. (-m

Abnormal automaticity ‘ Focal activity « Delayed afterdepolarizations
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Early afterdepolarizations

Circulation. 2017;136:583-596.



RACE
(2002)
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Paroxysmal AF

AF Triggers

Permanent AF

AF Substrate

AF-induced substrate
(e.g. electrical & structural remoceling)

Modifiable Substrate

{e.g. hypertension, obesity, sleep apnea)

Non-modifiable Substrate
(e.g. Age, Sex, Genetics)

TEDAVI
BASARISI

$

PROGNOZ

EAST-AF
NET
(2020)




Confirm AF

| A 12-lead ECG or a rhythm strip showing AF pattern for 230 s

Characterise AF (the 4S-AF scheme)

Stroke risk (5t) Severity of AF burden (5b)

Symptom severity (Sy) Substrate severity (Su)

reat AF: The ABC pathway

A B C

Comorbidities/
Anticoagulation/ Better Cardiovascular
Avoid stroke Symptom risk factor
control management

European Heart Journal (2020) 42, 373498
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Birincil ve
ikincil
korunma,
Mortalitenin-
mobiditenin
azaltilmasi

AF risk faktorleri

Kismen modifiye
edilebilir veya edilemez
Kalp yetmezligi

KAH
Valvuler KH
KOAH

Yaslanma
Genetik

Sol atriyal yeniden sekillenme

AF gelismesi ve progresyonu

Birincil ve
ikincil
korunma,
Mortalitenin-
mobiditenin
azaltilmasi




Recommendations Class Level

Identification and management of risk factors and concomitant diseases is

recommended as an integral part of treatment in AF patients.

Modification of unhealthy lifestyle and targeted therapy of intercurrent

conditions is recommended to reduce AF burden and symptom severity,




Yasam tarzi degisiklikleri

Obezite

Hipertansiyon

Diabetes Mellitus

Kalp Yetersizligi

Obstriiktif Uyku Apne Sendromu(OSAS)



¢ Hasta egitimi — Hasta odakli tedavi
& Sigara birakilmali
¢ Kronik kafein(kahve) tiiketiminin zarali oldugunu gosteren calisma yok™

¢ Alkol alimi kisitlanmali (< 30 g/hafta)

Advice and management to avoid alcohol excess should be considered for AF

prevention and in AF patients considered for OAC therapy

*Can J Cardiol . 2014 Apr;30(4):448-54.



& Egzersiz (aerobik) — 3-4/7 giin , 30 dk/giin 250 dk/hafta hedeflenebilir

¢ U egimi mevcut

I tive Inswlficiently Activel Highly Astive
Active
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Sci Rep . 2019 Sep 13;9(1):13270.



& Obezite neticesinde kalpte meydana gelen yapisal, fonksiyonel, nGrohumoral,
inflamatuvar, hemodinamik degisiklikler neticesinde AF gelisebilir

& Sol atriyal yeniden sekillenme ve fonksiyon bozuklugu zemin hazirlar

& Obezite paradoksu AF calismalarinda gosterilmistir (AFFIRM, ARISTOTLE,
ORBIT-AF)

¢ Kontrolli kilo verme, fiziksel aktivitenin arttirilmasi, kardiyo-pulmoner saglik !!!



Long-Term Effect of Goal-Directed Weight
Management in an Atrial Fibrillation Cohort
A Long-Term Follow-Up Study (LEGACY)

BACKGROUND Obesity and atnal fibrillation (AF) frequently coexist. Weight loss reduces the burden of AF, but
whether this is sustained, has a dose effect, or is influenced by weight fluctuation s unknown.

OBJECTIVES This study sought to evaluate the long-term impact of weight loss and weight fluctuation on rhythm
control in obese individuals with AF.

METHODS Of 1,415 consecutive patients with AF, 825 had a body mass index =27 ka/m’* and were offered weight
management. After screening for exclusion critena, 355 were included in this analysis Welght loss was categorized as
group 1 (=10%), grouwp 2 (3% to 9%), and group 3 (<3%). Weight trend and/or fluctuation was determined by yearly
follow-up. We determined the impact on the AF seventy scale and 7-day ambulatory monitoring.

Substrate Modification Impact of Weight Loss on 5-Year Freedom
o . . Without Asy Riythm Control Strategies
Weight Loss (WL) -
Dorse Effect by
Improved Metabolic Profile — i
Improved Structural Remodeling
o _.V_I'__'____;__ Impact of Weight Fluctuation on 5-Year
Subsirake Frogression Totad AF Freedom
. . L G 1%
Weight Fluctuation -
helgh
Dase Effect Flictuatior L
Worsened Metabolic Profile .
Structural Remodeling Fe

RESULTS There wereno differences in baseline characteristics or follow-up among the groups. AF burden and symptom
seventy decreased more in group 1 compared with groups 2 and 3 (p < 0.001 for all. Arrhythmia-free survival with and
without rhythm control strategies was greatest in group 1 compared with groups 2 and 3 (p < 0.001 for both). In
multivaniate analyses, waight loss and weight fluctuation were independant predictors of outcomes (p < 0.001 for both).
Weight loss =10% resulted in 3 6-fold (95% confidence interval: 3.4 to 10.3; p < 0.001) greater probability of
arrhythmia-free survival compared with the other 2 groups. Welght fluctuation 5% partially offset this benefit, with a
2-fold (95% confidence intenval 1.0 to 43; p = 0.02) increased risk of arrhythmia recurrence.

Weight Management Program

CONCLUSIONS Long-term sustained weight loss is associated with significant reduction of AF burden and maintenance
of sinus rhythm. (Long-Term E ffect of Goal directed weight management on Atrial Fibnllation Cohort: A 5 Year follow-up
study [LEGACY Study]; ACTRN12614001123639) (J Am Coll Cardiol 2015;65:2159-69) @ 2015 by the Amencan College
of Cardiology Foundation.



Weight Loss

Lower AF

Recurrence
Obesity and AF

Exercise Training

Lavie, CJ. et aL J Am Coll Cardiol 2017;70(16):2022-35.




Impact of CARDIOrespiratory FlITnhess
on Arrhythmia Recurrence in
Obese Individuals With Atrial Fibrillation

The CARDIO-FIT Study

CEMTRAL ILLUSTRATION Cardiorespiratory Fitness and AF Recurrence: CARDIO-FIT trial FIGURE 3 Outcomes of AF Freedom According to Cardiorespiratory Fitness Gain (<2 METs Gain vs. =2 METs Gain)

CRF Gain Group
r <2 MET Gain

Incremental Effect of CRF gain With <10% "M >2 MET Gai
22 MET Gain

Welght Loss on 5-Year AF Freedom Without
Rhythm Comiral

Structuned: Age and Ability Matched
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Time: 60 to 200 Minutes/Week

Incremental Efect of CRF g ain With »10%

Welght Loss on 5-Year AF Fraedom Without
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Ablation-Free Drug-Free AF Freedom

Type: Aerobic and Strength Training
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<IMET Gain

| T T ) | ! | ! | | J | d | 4 T ) |
Heart Rate: Manitor, 85% of 220 - Age ) 730 1095 1460 1825 365 730 1095 1460 1825
2IMET Gain TE%
Follow-Up (Days) Follow-Up (Days)

o5 o W Row 0ot Time (Days) 730 1095 1460 1825 365 730 1095 1460 1,825
2 MET Galn 78 52 38 124 109 84 6 33

Pathak, LK. et al. J Am Coll Cardiol. 2015; 66(9).985-96. <2 MET Gain 181 63 36 20 166 132 86 51 32




REVERSE-AF
2018-Europace

F<0.001 P=0.001

aan

PROGRESSION - REVERSAL
(Paroxysmal to Persistent AF) (%) (Persistent to Paroxysmal or No AF]

Group 1: <3% WLWG B Group 2 3-9% Group 3 210% WL

Bariatrik

Operasyonun etkisi
2020 (CIRC-E
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Gastric Bypass Sleeve Gastrectomy Gastric Banding



¢ Kimiilatif olarak en sik birlikte goriildiigi kardiyovaskiiler hastalik
& AF taramasi onemli (Sinif I)

& Risk faktorii, tedavi hedefi, komplikasyon belirteci, vs.

& CHADSVASc ve HASBLED bileseni

& HT tedavisi olmazsa olmaz (<130/80 mmHg)

¢ Dinamik olarak degerlendirilmeli
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Atriyal ve ventrikiiler gerilim
Miyokardiyal fibroz

Atriyal sertlik ve yapisal yeniden sekillenme

Optimal tedavi sagkalimi

RAAS blokaj1 birincil korunmada 6nemli 6zellikle LVH mevcut ise

Hiz kontroli gerekli ise b-bloker veya KKB (Sinif I)



¢ DM hastalarinda AF gelisme riski ytiksek(~%40)

& AF gelisen hastalarda iskemik komplikasyon daha fazla (Hiperkoagiibilite, endotel
fonksiyon bozuklugu ve fibrinoliz)

® CHADSVASCc skoru bileseni (DM kontrolii ?)



¢ Diabetik hastalarda insidans yiiksek, prognoz koti

AMA
& Glisemik kontrol kotilestikce (HBalc > %7)

® DM siires1 uzadikca
PROGNOZ DAHA KOTU !l

& lyi glisemik kontrol AF ablasyon basarisini arttirtyor (RRR %30)*

*JACC Clin Electrophysiol . 2019 Aug;5(8):897-903.



& OAD ilaglar atrial yeniden _

sekillenmeyi ve AF insidansini [RECREuIlY 0.81(0.71-0.95)

azaltabilir (Metformin) Sulfonylurea 1.07 (0.94-1.22)
& Yeni gahsmaya 1ht1yag var TZDs (all) 0.73 (0.62-0.87)
Pioglitazone 0.56 (0.32-0.98)

Rosiglitazone : 0.78 (0.57-1.07)

GLP-1 agonists - 0.87 (0.71-1.05)
DPP-4 inhibitors 1.07 (0.94-1.21)
SGLT-2 inhibitors 0.61(0.31-1.19)

Insulin 1.19 (1.06-1.35)

03 04 05 06 07 08 09 10

J Am Coll Cardiol . 2019 Aug 27;74(8):1107-1115.
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Effect of Dapagliflozin on Atrial Fibrillation

in Patients With Type 2 Diabetes Mellitus
Insights From the DECLARE-TIMI 58 Trial

o == Dapagliflozin == Placebo Total Events
1o KM Event Rate at 4 yrs: 3.0% vs 3.7% 3.7% 4 °° IRR 0.77, 95% Cl 0.64 to 0.92, P=0.005
b Hazard Ratio 0.81, 95% CI 0.68 to 0.95, P=0.009 2ot
\\\\\\\\ N
\\ ' i
3% e \ \x\ Additional
350 \\ —~
N\ Events §
% 300 IRR0.67 13
2%
S
250 (0.44-1.01)
1% 200
150 — 1% Event
0% — - . . . 100 HR0.81
T 0 360 720 1080 1440 ‘ (0.68-0.95)
Time (days) 50 . .
Placebo{ 8578 8355 8114 7836 5313 ¢
Dapaglifiozin{ 8582 8373 8163 7901 5380
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rate
Adjusted r

Low dosage

High dosage

1ean HbAYC (%

) change from baseline

9 2652 2601
3214 3230

Ad)usted mean body weight loss (kg) change from baseline

Low dosage

High dosage

778 776

7 1358 1405

Adjusted mean blood pressure (mm Hg) change from baseline

Systolk: blood pressure

Low dosage
High dosage

Diastolic blood pressure

High dosage

Cardiovasc Diabetol . 2020 Aug 26;19(1):130.
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Qutcomes of Interest Numbers SGLT2I patients Placebo patlents RR (95% CI) pvalue
of analyzed
studles
Primary outcomes
l'—-:,-::-::n:o of AF/AFL 16 20914 )001* I
All-cause mortality 12 19,809 )03*
Heart fadure ) 18701 ).00001*
Cerebeovascular events 20,199 )18
Myocardial Infarction 19,74 095(0.78t0 1.16) 0.65
Secondary outcomes
Urinary tract Infection 12332 E842 17(1.031t0 1.32) ).01*

dy o Jbgroup
1.1.1 Dapagliflozin
Wilding et al, 2012
Bailey et al,, 2013
Leiter et al., 2014
MNCT00528372, 2015
Mathieu et al., 2015
NCTO1730534, 2019
Subtotal (95% CI)
Total events

== 2 k) =

163

167

810
409
482
410
160
a582
10653

Hetarogeneity: Chi® = 4.49, df = 5 (P = 0.48); I = 0%

Tast for overall effect: 2 = 316 (P = 0.002)

1.1.2 Canagliflozin
Wilding et al, 2013
Bode ef al., 2014
Yale et al, 2014
NCTO1983754, 2018
MCT01032629, 2018
Parkovic et al, 2019
Subtotal (95% CI)
Total events

i
4
2
19
83
18

a7

313
ATT
178
2804
2888
2202
8963

Heterogeneity: Chi* =0.79, df = 5 (P = 0.98) F= 0%
Test for overall effect: £ = 1.17 (P = 0.24)

1.1.3 Empaglifiozin
Kovacs et al, 2014
Barnett et al., 2014
Fosenstock et al. 2015
MNCTO1734785, 2016
Subtotal (95% CI)
Tolal events

= [l L0 B

B

333
418
324

222
1298

1 187 0.7%
0 137 0.2%
3 483 DB
1 75 0.8%
0 180 0.2%
221 8578 66.9%
9630 69.6%

226
0 186 02%
2 237 08%
0 80 0.2%
25 2003 T.6%
32 1442 12.9%
21 2199 64%
T02T  28.1%

40
0 1685  0.2%
& 39 17w
0 170 0.2%
0 1M 02%
764 2.3%

a

Heterogeneity: Chi* = 1,88, df = 3 (P = 0.60), IF = 0%
Test for overall effect: £ = 0.18 (P = 0.86)

Taotal (95% Cl)
Total events

272

20914

17421 100.0%
31

Hetarageneily: Chi® = 7.72, df = 15 (P = 0.93); I = 0%
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0.11 [0.00, 2.64]
1.01 [0.04, 24.64]
0.67 [0.11, 3.98]
0.06 [0.00, 1.50]
3.00 [0.12, 73.09]
0.74 [0.60, 0.90]
0.73 [0.60, 0.89]

1.50 [0.06, 36.61]
0.94 [0.18, 5.39]
2.53[0.12, 52.10]
0.76 [0.42, 1.38)
0.83 [0.54, 1.28]
0.84 [0.46, 1.60]
0.84 [0.62, 1.13]

2.49[0.12, 51.47]
0.46 [0.11, 1.90]
2.63 [0.13, 54.49]
1.49 [0.06, 36.36]
0.91 [0.32, 2.56]
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& Atriyal Fibrilasyon Kalp Yetersizligi

& Prevelans % 17-65

¢ SR kiyasla daha fazla mortalite, hospitalizasyon ve inme 1le iliskili

I EF: Men
pEF: Women
B roEF: Men
mrEF: Women
EF: Men
rEF: Wamen

=
=,
=
=
=
=
Lor )
ot
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-
3

Number af rizk
SR - mrEF 1548
SR - rEF
SR - pEF 3345
60-69 70-79 80-89 90- AF-miEF 5312
AF - TEF 12187
Age groups AF - pEF §250

SR - mrEF

- SR-fEF
sseee SR - pEF

AF - mrEF

212
6210
1614
2
a2

2592

4
Time (years)

1087
EM

T26d
2432

1314

Association between atrial fibrillation and all-cause mortality
according to ejection fraction

Multivariable adjusted
hazard ratio (95% Cl)

HFpEF (n=9595) 1.11(1.02-1.21)
HFmIEF (n=8897) 122 (1.12-1.33)
HFrEF (n=22954) 117 (1.11-1.23)

Reference category: Sinus rhythm.

J Am Coll Cardiol HF 2017;5:565-74.



& ACE1 ve ARB’ler 6ncelikle tercih edilmeli (tersine yeniden sekillenme, AF yiikiinde
azalma)

& Aldosterone antagonsitler1 olasilikla etkili ancak kanitlanmis degil (antifibrotik)*
& B-blokerler hiz kontroliinde birinci basamak, ikincil koruma (sagkalima faydasi?)
& SGLT2 inhibitorleri faydali olabilir (DAPAgliflozin)

*Europace (2016) 18, 672—678.



® Antiaritmik olabilir mi?

¢ Kilavuzlarda bu konu ile 1lgili 6ner1
bulunmuyor

¢ Hayvan deneylerinde atriyal yeniden

sekillenmeyi tersine ¢evirdigi gosterildi

& Insanlarda eko calismalarinda basarili
(atrial strain)

Sacubitril/valsartan reduces atrial fibrillation and supraventricular arrhythmias in patients with HFrEF
and remote monitoring: preliminary data from the SAVE THE RHYTHM

F. Guerra’, L. Pimpini®, M. Flor®, D. Contadini*, G. Stronati’, F. Gioacchini’, M.F. Massara’, F. Gennaro®, B. Antonicelli®, P Busacca®, M. Luzi®,
A. Dello Russo', P Marchess®

'Marche Polytechnic University of Ancona, Cardiology and Arhythmology Clinic, Ancona, ltaly; National Institute of Hospital and Care for Elderly
(INRCA), Department of Cardiology, Ancona, Italy; * Ospedale della Misericordia, Department of Cardiology, Urbing, ltaly; *General Hospital,
Department of Cardology, Macerata, ltaly; ° Cardiology ASUR-AVS Mazzoni Hospital Department of Cardiology, Ascoll Piceno, taly
On behalf of SAVE THE RHYTHM
Funding Acknowledgement: Type of funding source: None

Background: Sacubitrl valsartan, the first combined angictensin receptor-
neprilysin inhibitor, has demonstrated a significant benefit compared to
angiotensin inhibitor in decreasing veniricular arhythmias and appropri-
ate implantable cardioverter defibrillator (ICD) shocks in patients with heart
failure with reduced ejection fraction (HFEF). At present, there is no study
which evaluates the effect of sacubitnlvalsartan on the supraventricular
arrhythmic burden in HFrEF patients with an ICD or cardiac resynchronisa-
tion therapy-defibrilator (CRT-D) and remote monitoring.

Purpose: To evaluate the effect of sacubitrilivalsartan on the supraventric-
ular arrhythmic burden in HFrEF patients with an ICD or CRTD and remote
manitaring.

Methods: The SAVETHERHYTHM ((SAacubifril Valsartan rEalworld reg-
Istry evaluating THE arRHYTHMia burden in HFEF patients with im-
plantable cardioverter defibrillator) is a multicentre, observafional, prospec-
tive registry enrolling all pafients with HFEF, ICD or CRT-D actively fol-
lowed through remote monitoring and starting treatment with sacubi-
frilivalsartan. All patients are followed-up for at least one year after sacubi-
fril/valsartan start. The primary endpoint is the mean number of sustained
atrial tachycardia or afrial fibrilation (AT/AF) episodes per month. Sec-
ondary endpoints include the total burden of AT/AF (defined as the per-
centage of time in AT/AF per day), the mean number of premature ventric-
ular confractions (PVC) per hour and the percentage of bivenricular pacing

per day (in patients with CRT-D). All primary and secondary endpoints are
collected through remate monitoring.

Results: At the time of the first ad interim analysis, 60 patients (85.2%
male, age 6310 years) were consecutively enrolled. After freatment with
sacubitrlvalsartan, patients with at least one episode of AT/AF per month
decreased from 32.8% fo 21.3% (p=0.015). A significant decrease in num-
ber of AT/AF episodes (from 4.3 to 1.2 per year), in AT/AF burden (from
12% to 9%) and in number of PVC (from 83 to 74 per hour) were seen in
patients with a previous diagnosis of paraxysmal or persistent AF (n=15; all
p<0.05). Patients with permanent AF (n=7) experienced no benefits from
sacubitrlvalsartan therapy in terms of arrhythmic burden reduction. Pa-
tients with no previous history of AF (n=38) showed a decrease in number
of AT/AF episodes (from 2.0 to 0.8 per year) and in number of PVC (from
77 to 49 per hour, all p<0.05). No new diagnosis of clinical AF was made
after starfing treatment with sacubltrlvalsartan, and patients with subclini-

a ﬁI,ﬁE 20 Endﬁi dﬁﬁiﬁﬁiﬁd hﬁm En:l-' m 30-‘
Conclusions: Preliminary data suggest that therapy with sacubl-
tril'valsartan could decrease arrhythmic burden in pafienfs with non-
permanent AF and reduce subclinical AT/AF episodes in patients with no
history of AF. No positive effect has been noted in patients with permanent

AF.




A Death or Hospitalization for Worsening Heart Failure

& Ritim kontrolii 6n planda distnilmeli

Medical therapy
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& Mevcut calismalar KY hastalarinda
kateter ablasyonun EF’de artis, FK

iyilesme ve sagkalim faydasi oldugunu " enthotrollowap
gb Sterdl! ! ! rﬁdftflsk 179 114 76

Medical therapy 124 111 7o

Adj. Hazard Ratio 95% CI
Ablation : Drug Therapy 057 0.33, 0.96

== Drug Therapy
= Ablation

First-line therapy

AF catheter ablation:

® s recommended to reverse LV dysfunction in AF patients
when tachycardia-induced cardiomyopathy is highly probable,

Event Rate (%)

independent of their symptom status.
o Should be considered in selected AF patients with HFrEF to

2 reduce HF hospitalization.

24 30 36

N Engl J Med 2018;378:417-27.
Circulation. 2021:143:1377-1390.

Months since Randomization



L ' / Pulse oximetry
EOG/ECC | & a3\ \
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& OSAS AF arasinda pozitif korelasyon mevcut

Oronasal Thoracic and }
abdominal

& Inme icin bagimsiz éngodrdiiriicii | = sronal

& AF tedavi etkinligini azaltiyor (KV, ablasyon, vs.) [_chinems_|

" / - P N [ Control
& Tarama 6nemli!!! (polisomnografi altin standart) I s o BN | unit
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CPAP faydali ancak zamanlama, uzun donem veriler yetersiz

2014 ACC AF kilavuzu Ila

2016 ESC-AF kilavuzu Sinif Ila
2017 AF ablasyon kilavuzu Sinif Ila
2020 ESC AF kilavuzu II b

2020 CCS AF kilavuzu tarama ve tedavi Oneriliyor



Aggressive RiIsk Factor Reduction
Studvy for Atrial Fibrillation and

Implications for the Outcome of Ablation
The ARREST-AF Cohort Study
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