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A Fib never comes alone

Reversible Risk Factors

Valvular
Heart
Disease

Cardiac
~ Surgery

Non-reversible Risk Factors

Family
History of
AF

AF Risk
Genotype

Atrial Diabetes
Fibrillation Mellitus
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OPLACE

nidemiological correlation

5282 pts (55% female) 58+13 yrs Framingham Cohort Study- Prospective cohort study F/up 13.7 yrs BMl indipendently

Tedrow

Huxley

Karasoy

Knulman

Tsang

47 589 pts (53% female) mean age
56 yrs

34309 pts(100% female) 55£7yrs

14598 pts (55% female) 54t6yrs

271203 pts (100% female) 31+5yrs

4267 pts (56% female) 5215 yrs

3248 pts (46% female) 71115 yrs

34720 pts (100% female)
Age >45yrs

Danish Diet, Cancer and Health study
Prospective community cohort study F/up 5.7 yrs

Women's Health study
Prospective community cohort study F/up 12.9 yrs+1.9yrs

ARIC study Prospective community cohort study F/up 17.1yrs

Young women that gave birth. Retrospective National registry
F/up 4.6 yrs

The Busselton Health Study Prospective community cohort study
F/up 15yrs

Pts with PAF
Prospective community cohort study F/up 6 yrs

Women’s Health StudyProspective community cohort study F/up
16.4 yrs

associated with AF in
men (1.52) e women

BMl indipendently
associated with AF in men
(1.08) e women ( 1.06)

BMI was associated
with increased AF risk
(1.36)

17.1% of incident AF
was attributable to
overweight or obesity

Obesity indipendent
predictor of AF ( 1.07)

BMI was indipendently
associated with AF
( 1.34 per 4.2Kg/mq)

BMI indipendently
predicted the
progression of PAF to
permanent AF

BMI and weight strongly
associated with
development of AF
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BASELINE

OVERWEIGHT OBESE

appendage

Pericardial Fat

Controls
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BASELINE OVERWEIGHT
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% Fibrosis
% Fibrosis
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BASELINE OVERWEIGHT OBESE BASEUNE OVERWEIGHT OBESE
————

T P=03 P=02 ‘————
P=03 5503 P=0.1

P=0.02 P=0.003

Infiltrate grade (0-2)
Infiltrate grade (0-2)
© = = N N
" o w o "

=1

0
BASEUINE OVERWEIGHT OBESE BASEUNE OVERWEIGHT OBESE

- P=0.02
P=002 o0

P=0.004 P=0.045

% Lipidosis
% Lipidosis

0
BASELINE OVERWEIGHT OBESE BASELINE OVERWEIGHT OBESE

- P=0.08
P=03 002 P=04

P=0.03

pC 2 CARDIOLOGIA ASTI Abed et al: Heart Rhythm 2013; 10: 90-100



CPACE

BASELINE OVERW EI( HT OBESE

D L |

BASELINE OVERWEIGHT OBESE BASELINE OVERWEIGHT OBESE

& Xf CARDIOLOGIA ASTI Abed et al: Heart Rhythm 2013; 10: 90-100



1
o
S
S =

o
&9
oo
w© V
o o
"o~
-~
w o
< n
» -
3w
MA

°
S o
c O
o =2
a T
0 £
e o

o o
N -

sapos|da 4y a|qonpu|

(607)
saposida 4y Jo J1aqunnN

OVERWEIGHT

BASELINE

PAAIAPALD PP 0P PP RN

Animal weight (Kg)

(48]

w_.__...___.._____====__=_=n

Sy gy
wr.._________,____.n._..___________
e LT LTS e
RO o
AU L TCLOTTL (T
RO DT el
S T
T
ww“__.____..___*_“ _.__..________
ooty gl
w,.________._.___:— _.__._.______
TR it
w.._______sm_ I TLTTUTT
A
wr..zu"_“_ I

“..__....._.____
Ly
ol
LT T,
T T

(e

A
A
AN
AN

it

(vv1) enbe|d |elje Yo

.u.” 1 w

i
(1L
i

1]

90-100

10:

Heart Rhythm 2013;

Abed et al




o OPLACE

 Hypertension is a major contributor to AF risk

TN
-

Q7
@R
‘<" CARDIOLOGIA ASTI




CPLACE

Hypertension is a major contributor to AF risk

r

xplains 20-25%
~of AF‘cases

-
e

v%?: Huxley RR et al. Absolute and attributable risks of atrial fibrillation in relation to optimal and borderline risk
S < CARDIOLOGIA ASTI factors: the Atherosclerosis Risk in Communities (ARIC) study. Circulation 2011; 123: 1501-1508.




Reference

Multi-ethnic Study of
atherosclerosis

WHS

Cohort of healthy
Norwegian men

Cardiovascular Health
study

Cardio-Sis

LIFE study

Multi-ethnic Study of
atherosclerosis

NRVIVLUUIA RO 11

Stydy type

Prospective cohort
study

Prospective cohort
study

Prospective cohort
study

Prospective cohort
study

Open-label
randomized trial, non
diabetic pts with
SBP>150mmHg

Prospective cohort
study

Randomized trial

Prospective cohort
study

epidemiological evidence

F/up

Population

AF cases

End-point

BP <120/80mmHg

BP <120/80mmHg

BP <120/80mmHg

SBP per 10mmHg
increment

Usual control BP
SBP<140mmHg

Pulse pressure per
20mmHg increment

Pulse pressure per
15.5mmHg increment

Pulse pressure per
17.2mmHg increment

Adjusted HR

PLACE

1.8 for BP 120-139/80-89 and BP>140/90mmHg or

antihypertensive use

1.28 for SBP 130-139mmHg

1.53 for DBP 85-89 mmHG

1.98 for SBP 128-138 mmHg

1.67 for DBP 80-86 mmHg

0.50 for tight BP control




Hypertension

Hemodynamic
/ changes \ N

J LV diastolic &

systolic function <:: {

™ LA pressure

arterial stiffness }

N

LVH

sympathetic parasympathetic }
activation activation ' \ RAAS activation }

[ diffused fibrosis ]

) e v Structural inflarnmat'ion
Autonomic . apoptosis
remodeling

dysregulation
LA size %

Gumprecht J et al J Human Hypertension 2019 Dec (33): 824-836
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STUDY RISK RATIO (95%C ClI)

ACCORD-BP 0.85 (0.55; 1.32)

SHEP 0.78 (0.52, 1.17)

SPRINT 0.74 (0.56, .98)

Overall 0.77 (0.61, 0.93)

650 s 180 495 150

T —

Favors strict Favors lenient

\/% BP control BP control

S\i\ Soliman Ezet al: Effect of intensive blood pressure lowering on the risk of atrial
" '«0 CARDIOLOGIA ASTI fibrillation. Hypertension 2020; 75: 1491-1496
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iIs commonly
associated with
obesity and has a
prevalence
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No OSA

T 1 1
7 8 9 10 11 12 13 14 15
Number at risk Years

=== B44 708 589 478 397 333 T3 24 173 134 110 54 7o
— 2209 1,802 1,616 1,317 1,037 B48 641 502 393 2896 217 185 130
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%g\ Gami et al: Obstructive Sleep Apnea, Obesity, and the Risk of Incident Atrial
S
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8 9 10 11 12 13 14 1

Number at risk Years

- == 844 709 569 478 397 333 273 214 173 134 110 94 70 46 29 8
2,209 1,902 1,616 1,317 1,037 848 641 502 393 296 217 195 130 94 69 28

N\

% ~ Obstructive Sleep Apnea, Obesity, and the Risk of Incident Atrial Fibrillation

o JACC 2007; 49 (5):565-571
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Incidence of Afib based on the severity of OSA and obesity

25 Body mass index

B <25
20 25-30

]>30
15

| I II
5-40 >40

Apnea-hypopnea index

VR Gami et al: Obstructive Sleep Apnea, Obesity, and the Risk of Incident Atrial

) Q/gf‘ CARDIOLOGIA ASTI Fibrillation JACC 2007, 49 (5):565-571
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Obstructive Sleep Apnea

e

Immediate Effects

Micro and
Macro-arousals

Autonomic
Mervous System

Intermittent Fluctuations
Hypoxia
| Hypercapnia -

Intrathoracic
Pressure
Swings

L L w

Decreasead Atrial Triggered and
Effective QT Interval Abnormal

Refractory Period Prolongation Automaticity
elayed

—

Re-entrant
Mechanisms

Increases of
Systemic
Inflammation/
Oxidative Stress

Vascular
Dysfunction

Up-regulation of
Pro-thrombotic
Pathways

Structural
Remodeling
« Ventncular
- Atrial

Cardiac: Flectrical

Arrhythmogenic Mechanisms

o

|7

Remodelling |

Chronic Effects

QPLACE
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Anna May et al. OSA and arrhythmogenesis mechanistic insights Chest 2016




No PVI

Kanagala et.al

Bazan et al -

' Subtotal (I-squared = 0.0%, p = 0.611)<>

Post PVI

Jongnarangsin et.al

Patel et.al

Fein et.al

| Naruse et.al —_—
Neilan et.al ——

Subtotal (I-squared =0.0%, p=0.782) <>

Overall (I-squared = 0.0%, p = 0.919) <>

%
RR (95% CI) Weight

0.51 (0.26, 1.02) 4.43
0.66 (0.33, 1.34)4.10
0.58 (0.36, 0.96) 8.53

0.70 (0.40, 1.24) 3.68
0.61 (0.51,0.73) 57.34
0.44 (0.24, 0.82)6.42
0.58 (0.37,0.91)8.33
0.52 (0.37,0.74) 15.71
0.58 (0.50, 0.67) 91.47

0.58 (0.51, 0.67) 100.00

Favors CPAP use

Favors no CPAP

OPLACE

Shukla A et al: Effect of obstructive sleep apnea treatment on atrial fibrillation
recurrence: a metanalysis JACC Clin Electrophysiol 2015; 1:41-51




Diabetes Mellitus and AFib
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Diabetes Mellitus and AFib

Each year of DM 3% increased
risk of incident AF

Each unit increment of Hgb A1c 14%
increased risk of incident AF

"< CARDIOLOGIA ASTI Dubin S et al: Diabetes Mellitus, glycemic control and risk of Afib J Gen Intern Med 2010
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Relationship of DM type 2 and
the incidence od AFib

Relative %
Study Risk (95% Cl) Weight

Cohort
Frost (men) (2005) 0.39 (0.09, 1.67)
Frost (women) (2005) L 2.67 (0.66, 10.85)
Rosengren (2009) 1.49 (0.92, 2.41)
Smith (women) (2010) 1.40 (0.95, 2.06)
Krahn (1995) 1.82 (1.26, 2.63)

_._
_._
+
Benjamin (men) (1994) —— 1.40 (0.99, 1.98)
+
-
+

Benjamin (women) (1994) 1.60 (1.13,
Smith (men) (2010) e 1.10 (0.80,
Ruigomez (2002) —— 0.80 (0.59,
Watanabe (2007) 1.44 (1.09, 1.
Subtotal (I-squared = 55.6%, p = 0.016) 1.32 (1.09, 1.
Case-Control
Johansen (2008) 3.86 (0.96,

<
Dublin (2010) —— 1.45 (1.16,
. =
-

Nichols (women) (2009) 1.26 (1.08,
Nichols (men) (2009) 1.09 (0.96, 1.
Movahed (2005) 2.13 (2.10,

Subtotal (l-squared = 97.5%, p = 0.000) - 1.53 (1.03,

Overall (l-squared = 94.2%, p = 0.000) <> 1.39 (1.10,

T 1 T | T | T
2 25 .33 5 1 2 3 4 5
Diabetes Decreases AF Diabetes Increases AF
Relative Risk (95% CI)

' Rachel R.Huxley et al: Meta-Analysis of Cohort and Case—Control Studies of Type 2Diabetes
CARDIOLOGIA ASTl  maljtus and Risk of Atrial Fibrillation. Am J Card 2011
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“Irregular heartbeat. Due to irregular
exercise.”
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author

© Faselis et al
o Khan et al

©® Azarbal et al © Qureshi et al
@®Bapat et al
@Drcaetal 2015
@ Drca et al 2014
@Everett et al

© Mozaffarian et al

AF risk

AF Incidence (/1000 person-yrs)

O
O
O
(O

. 8 10
Cardiorespiratory Fitness (Mets)

Weekly Physical Activity, MET-mins

N
%V’ Elliott et al Heart Rhythm 2017; 14 1713-1720
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? .
: Blood Pressure Improved Autonomic
Contr°| Balance

* Diastolic Function
i LA Size

{ Oxidative &
Inflammatory Stress J

L

¢ Visceral Fat * Glycaemic Control
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All-Cause Mortality

2.5 - Arrhythmias

2.0
1.5
1.0

0.5

Proportion of Participants (%)

0.0
2-3 4

Race Completions

%&Y@v Elliott et al Heart Rhythm 2017; 14 1713-1720
" CARDIOLOGIA ASTI
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arrhythmogenesis

Atrial Dilatation

Cardiac
: Inflammation

t Vagal Tone 7 Activationof Fibrosis
profibrotic 7

pathways

% +Refractoriness o o Conduction
"t a7 Heterogenei
r}/r\///\ g ty

Ve
O A — Elliott et al Heart Rhythm 2017; 14 1713-1720
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A sobering review
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10 15 20
Alcohol Intake

(Standard Drinks per Week)

AF Risk Cardiovascular Mortality

Voskoboinik, A et J Am Coll Cardiol 2016, 68(23):2567-76
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Alcohol Abstinence in Drinkers with Atrial —
Fibrillation |

Abstinence

of Atrial Fibrillation

Control
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<" CARDIOLOGIA ASTI Voskoboinik, A et al N Engl J Med 2020;382:20-8




Control

n/a
Fractionated potential
@ Double potential
Scar
>5:" Disease
l n/a
<0.5mV .
Ageing Hypertension  Heart Failure Sleep Apnea Lone AF Obesity
Atrial volume S [ n/a /I\ /I\ /]\
Bipolar voltage \l/ H \l/ \l/ \l/ H
Area voltage < 0.5 mV /]\ /]\ /I\ II\ 1\ H
Atrial conduction velocity \l/ \l/ \l/ \I/ \l/ H
Electrogram fractionation ’]\ ’]\ ’l\ ’I\ /l\ n/a

Lau D et al Circulation 2017; 136:583-596
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Y APD (vagal)

Conduction
slowing

AWV

LA dilation

LV diastolic dysfunction
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h C{%‘/ CARDIOLOGIA ASTI Lau D et al Circulation 201 7,' 136:583-596
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Original Investigation >— | L/ N L

Effect of Weight Reduction and Cardiometabolic Risk Factor

Management on Symptom Burden and Severity in Patients
With Atrial Fibrillation

A Randomized Clinical Trial

Hany S. Abed, BPharm, MBBS; Gary A. Wittert, MBBch, MD; Darryl P. Leong, MBBS, MPH, PhD;
Masoumeh G. Shirazi, MD: Bobak Bahrami, MBBS: Melissa E. Middeldorp: Michelle F. Lorimer, BSc:
Dennis H. Lau, MBBS, PhD; Nicholas A. Antic, MBBS, PhD; Anthony G. Brooks, PhD:;

Walter P. Abhayaratna, MBBS, PhD; Jonathan M. Kalman, MBBS, PhD: Prashanthan Sanders, MBBS, PhD
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€% CARDIOLOGIA ASTI JAMA 2013; 310(19) 2050-2060



Original Investigation @ PLACE

Effect of Weight Reduction and Cardiometabolic Risk Factor

Management on Symptom Burden and Severity in Patients
With Atrial Fibrillation

E Symptom burden score Symptom severity score

25+ 25+

20 i:h-‘_“--_—_ e — 204
%\\ —
154 \Eﬂ“‘*m

10+
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Symptom Severity Score

51 QO Controls 5

@ |ntervention

0 T T T T T T 0 T
0 3 b 9

Follow-up, mo Follow-up, mo
No. of patients

Controls 75 12 61 72 61
Intervention 75 75 73 75 73

N
=
a(l
i

<’ CARDIOLOGIA ASTI

JAMA 2013; 310(19) 2050-2060



ORIGINAL INVESTIGA

TABLE 1 Baseline Characteristics

Long-Term [

Managemen
A Long-Term Foll¢

Rajeev K. Pathak, MBBS,* Meli
Rajiv Mahajan, MD, PaD,* Chri
Jonathan M. Kalman, MBBS, P
Prashanthan Sanders, MBBS, P

“ & CARDIOLOGIA ASTI

=10% 3%%-9% WL 3% WL
WL Group 1 Group 2 Group 3 P
(N = 135) (N = 108) (N =Mm7) Value
Age, y1s 65 + 1 63+ M 61 + 11 0.06
Male 83 ({m) 037
WL dinic attendance <0.001

Anthropometric measures anggh
Weight, kg

ood pressure

1013 £170 987 + 164 100.2 4

BMI, kg/m’ 336 + 47 327 + 4.4
SBP, mm Hg
Atrial fibrillation
Paroxysmal 71(53) 57 (55) 60 (52)
Nonparoxysmal 64 (47) 46 (45) 45 (56)
Metabolic risk factors
Hypertension 109 (81) (73 90 (78)
DM 41 (30) 28 (27) 34 (29)
IGT 12 (13) 2(8) 8
Hyperlipidemnia 66 (49) 45 (44 56 (48)
Coronary artery disease 21 (16) 2 (12) 1 (9)
Vabulopathy 8(6) 303 8(7
AHI =30 &9 (51) 52 (50) 61 (52)
Alcohol excess (=30 g/week) 42 (31) 35 (34) 34 (29)
Smoker 50030 41 (20) 47 (40)
Medication use
Antiamhythmic 13 £ 0.7 1.0+ 0.7 09+08
Antihypertensive 1.0 £ 0.9 1.0+ 0.8 L1+1.0
Serology and lipid profile
hsCRF, mg/l 51 +£92 4.4+ 58 41+29
Fasting insulin level, mLU/1 181 + 6.7 166 + 6.3 18.1 + 7.0
LOL level, mgfl N2 +38 16 + 35 104 + 35
HDL level, mg/l 46 +15 46 + 15 42 +12
TG level, mgfl 141 +£ 62 141 + 53 141 £ 62
Total cholesterol, mg/l 189 + 37 185 + 42 181 + 42
Echocardiographic measures
LA volume indexed, mis/m® 376 +54 385 + 6.2 390 +£38
LV IVS, mm N7 +2.0 N5+ 2.0 N5+2.0
LVEDD, om 5.0 + 0.6 50+ 0.6 50 £ 06
E/E ratio 127 + 42 12.0 + 46 N3I+3.7
Atrial Fibrillation Severity Scale
Frequency (1-10) 7.0 £ 1.6 7O+ 13 0+1.7
Duration {1-10) 71+1.8 67+ 1.8 6.9+ 1.7
Severity (1-10) 7.0 +1.9 FA+15 6.8+ 15

Symptom (0-35) 19.0 £ 59 181+ 49 7.7+ 56

16.8

)

CrossMark

- Veight

ohort o

0.86

030
035

070 ActSt,T

oz dran D. Elliott, PuD,*5
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M COLL CARDIOL 2015; 65:2159-69
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Long-Term Effect of Goal-Directed Weight .
Management in an Atrial Fibrillation Cohort o«
A Long-Term Follow-Up Study (LEGACY)
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Group Group
=1 WL 210% 1 WL 210%
WL 3-9% . WL 3-9%
- =11 WL < 3% or Gain . - =1 WL < 3% or Gain
| | Il | | | | | | |
T T 1 T I T T T 1 T I T I T I T 1 T 1

0 365 730 1095 1460 0 365 730 1095
Follow-up (Days) Follow-up (Days)

o
o
]

Time (Days) 0 365 730 1095 1460 365 730 1095

210 WL 135 101 72 42 31 130 14 86
3-9% WL 103 62 36 22 13 93 83 57
<3% WL or gain 17 66 44 22 1 9 105 85 53

J AM COLL CARDIOL 2015; 65:2159-69
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Long-Term Effect of Goal-Directed Weight ® @ PLACE

Cosshark

Management in an Atrial Fibrillation Cohort o
A Long-Term Follow-Up Study (LEGACY)

=
=
>
b
=2
(Vp]
(]
[J]
L.
[
1
[F1
<
=
)
(=

Total AF-Free Survival

Weight Trend ] Weight Fluctuation

—I1 Linear Loss 1 <2% WF
Weight Fluctuation -1 2-5% WF
—I1 Linear Gain or Stable -1 >5% WF

I I I [ [ I I [
365 730 1095 1460 365 730 1095 1460

Follow-up (Days) Follow-up (Days)

Time (Days) O 730 1095 1460 Time (Days) 730 1095 1460

Linear Loss 141 122 80 52 < 2% WF 49 39 33
Fluctuation 179 140 99 71 2-5% WF 54 39 27
Linear Gain 24 18 12 8 > 5% WF 45 31 19

"N CARDIOLOGIA ASTI J AM COLL CARDIOL 2015; 65:2159-69



Impact of CARDIOrespiratory FlTness @PLACE

on Arrhythmia Recurrence in
Obese Individuals With Atrial Fibrillation

The CARDIO-FIT Study

Baseline CRF
<85%

I 86%-100%

- >100% B
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365 730 1,095 1460 1,825 365 730 1,095 1460 1,825
Follow-Up (Days) Follow-Up (Days)

Time (Days) 0 365 730 1,095 1460 1,825 365 730 1,095 1460 1,825
<85% Predicted 95 54 36 16 12 6 78 58 33 20 n
N 86%-100% Predicted 134 93 56 34 19 n 133 19 86 56 33

% >100% Predicted 79 63 50 36 26 18 78 63 51 36 21
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Impact of CARDIOrespiratory FlTness @PLACE

on Arrhythmia Recurrence in

Obese Individuals With Atrial Fibrillation
The CARDIO-FIT Study

CRF Gain Group
- <2 MET Gain
- >2 MET Gain
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730 1,095 1,460 365 730 1,095 1460 1,825
Follow-Up (Days) Follow-Up (Days)

Time (Days) 0 730 1,095 1,460 365 730 1,095 1460 1,825

:' >2 MET Gain 127 78 52 38 124 109 84 62 33
%\ ,\, <2 MET Gain 181 63 36 20 166 132 86 51 32
\ O 'g; ‘ ,/ ‘
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Impact of CARDIOrespiratory FITness ® @PLACE

on Arrhythmia Recurrence in
Obese Individuals With Atrial Fibrillation

The CARDIO-FIT Study

CRF Gain and Weight Loss

WL 210% & MET Gainz2
-1 WL 210% & MET Gain<2
—TWL <10% & MET Gainz2
-7 WL <10% & MET Gain<2

A 10 B 10
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P S
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2 04 = 04
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e =
c
2 0.2
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<
0.0
730 1,095 1460 1,825 365 730 1,095 1460 1,825
Follow-Up (Days) Follow-Up (Days)
Time (Days) 365 730 1,095 1460 365 730 1,095 1460 1,825
210% WL+ MET Gain 22 71 53 37 28 76 66 51 40 20
\ 210% WL+ MET Gain <2 20 1 9 7 28 22 16 15 8
Zoms <10% WL+ MET Gain 22 33 14 8 47 42 31 22 n
- <10% WL+ MET Gain <2 84 12 74 36 23
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Aggressive Risk Factor Reduction
Study for Atrial Fibrillation and
Implications for the Outcome of Ablation

The ARREST-AF Cohort Study

Rajeev K. Pathak, MBBS,* Melissa E. Middeldorp,* Dennis H. Lau, MBBS, PuD,* Abhinav B. Mehta, MActSr,*
Rajiv Mahajan, MD,"* Darragh Twomey, MBES,* Muayad Alasady, MBBS,*s Lommaine Hanley, BSc,"

Nicholas A. Antic, MBBS, PuD,! R. Doug McEvoy, MBBS, MD,! Jonathan M. Kalman, MBBS, PuD,5

Walter P. Abhayaratna, MBBS, PuD, | Prashanthan Sanders, MBBS, PuD"

% » JACC 2014; 64: 2222-34
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Comtrol Group RFM Group
(n =88) (n=61) pValue

= = Age, yrs 5724+99 5844+108 05
Aggressive Ris.. P Sees: o
Anthropometric measures

StUdy for At ria Weight, kg 96.6 + 16.8 100.7 + 17.6

BMI, kg!ml 321+ 47 3354+ 46
- H AF type b I t H
Implications fo*.x... e =z DIAtion
Monparaxysmal 39 (44) 21 (35)
The ARREST’AF Cﬂhﬂ Metabolic risk factors
Hypertension 73 (83) 53 (87) 0.5
Diabetes mellitus 17 (19) 9 (15) ;
Hyperlipidemia 47 (53) 39 (64) 0.2

OPACE

Rajeev K. Pathak, MBBS,* Melissa E. v B. Mehta, MAcTST,§

Rajiv Mahajan, MD,* Darragh Twome Coronary artery disease 10 (11) 10 (16) 0.4 nley, Bsc,*
Nicholas A. Antic, MBBS, PuD,: R. Do AHI =30 55 (62) 32 (53) 0.2 BBS, PuD,*

Walter P Abhaj,raratna MERS. PuD Alcohol excess (=30 gfweek) 24 (27) 11 (18) 0.2
’ ’ " smoker 31(35) 0(33) 0.8

Medication use
Mo. of antiarrhy thmic agents 1.0+ 02 11+03 0.1

Mo. of antihypertensive 16 +12 15+1.1 0.4
agents
Echocardiographic measures
LA volume index, ml/m? 42.4 + 104 425 +12
LV septum, mm N0 +2 120+ 2
LvIDd, cm 51+07 53+ 05
LVEF, % 60+101 6H11+8
Atrial Fibrillation Severity Scale
Frequency (1-10) 6.6 £1.1 6.8 +1.2
Duration (1-10) 67+13 6.4 +1.6
Severity (1-10) 69+13 6.6+15
> Symptom (0-35) 231+37 2452
% ( ¥ Global well-being (1-10) 25+09 24 + 09

> 4
\4\%\@

A ; JACC 2014; 64: 2222-34
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Aggressive Risk Factor Reduction
Study for Atrial Fibrillation and

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

v' AF frequency
v' AF duration
v AF symptoms
v' AF severity
v' AF burden
v Global well-being

oooooooooooo

[9)]

OOOOOOOOOO

AFSS Frequency

AFSS Symptom

AFSS Burden
AFSS Global Well-Being

% 5 JACC 2014; 64: 2222-34
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Aggressive Risk Factor Reduction () )
Study for Atrial Fibrillation and \QP\-ACE

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

Group
- Control
— RFMXx

Single Procedure AF-Free Survival
Multi Procedure AF-Free Survival

180 360 540 180 360 540
Follow-up (days) Follow-up (days)
Time 0 180 360 540 180 360 540
(days)
RFM 61 59 48 33 55 46 32
% Control 88 79 51 28 72 51 36
kg JACC 2014; 64: 2222-34
gj CARDIOLOGIA ASTI



ARREST AF substrate

50 consecutive AF pts with BMI > 27 kg/m2 and 21 cardi:
either RF management (RFM) or usual care (Control). Bo
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Antiarrhythmic Drugs, Trials and Topics

Mechanism of CAST / ATHENA HARMONY EAST (early
Quinidine Syncope: SWORD (dronedarone (AAD rhythm control
Drug-induced (drug-induced improves combination improves

TdP proarrhythmia) outcomes) therapy) outcomes)

Ranolazine
2020

Quinidine

| -

Multiple drugs™
Dofetilide
Dronedarone
Vernakalant

*AADs developed between 1950 and 1990, Vaughan Williams Sicilian Gambit AAD Atrial Tailored
including: amiodarone, diltiazem, flecainide & Singh AAD Classification -specific AAD
propafenone lidocaine, verapamil Classification (pleiotropic AAD effects) AADs therapy

Heijman J et al AADs for atrial fibrillation Europace ( 2021) 23 14-22
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No drug
Quinidine
Disopyramide
Propafenone
Flecainide
Sotalol

Amiodarone

Minimum 6 mos f/up

"~ CARDIOLOGIA ASTI

69% (44-85)
59% (46-89)
51(%) (46-56)
61(%) (54-70)
38%(19-51)
58%(51-63)

47% (17-64)

CPLACE

Adapted from Levy et al



CPLACE

% success

Amio 65
Sotalol 37
Propafenone 37

Amio 65
Sotalol 25
Placebo 10

PAFAC Sotalol 33
Quin+Verap 35

Placebo 17

DIONYSOS Amio 58
Droned 36

O carpioLocia asT: Zimetbaum P. Circulation 2012 125: 3081-389




I AFIB ABL/MP
506

b1

M iy .
J. Azpilicueta et al. / Journal of Electrocardiology 51 (2018)
S88-S91



PARADIGM SHIFTS IN AF

Mechanistic

AF begets AF

[ Remodeling of a

different sort

Structural &
conduction change

\ 4

Future Research

3

Morillo and Klein describe atrial remodeling
Wijffels, Ausma and Allessie described
electrical remodeling leading to AF begets AF

Li and Nattel described atrial remodeling of a
‘different sort’ in heart failure

Electrical & structural remodeling, autonomic
system changes, calcium handling abnormalities
Nattel et al describe interstitial fibrosis &
conduction heterogeniety

|

Atrial substrate predisposing to AF*:

* Heart Failure: Li, Sanders, Lau

+ Obesity: Munger, Abed, Mahajan, Mahajan
* Hypertension: Kistler, Lau, Lau, Medi
 Sinus Node Disease: Sanders

Mitral Stenosis: Fan, John

« Ischaemia: Alasady, Nattel
* Alcohol: Voskoboinik
* OSA: Stevenson, Ghais, Linz, Dimitri, Linz, Linz, Zhao, Anter

* Upstream therapy

Epicardial fat
Genome therapy
Antifibrotics

Clinical

Cardiovert & Forget

Anticoagulate &

Forget
)]

ﬁ“}@

After Cardioversion, refrain from OAC resulting in
increased prevalence of thromboembolic
complications

* Cardioversion and appropriate OAC (also post
Cardioversion)

* However no focus on management of
underlying conditions and lifestyle

|

Comprehensive AF
Care

48O
¥

Future AF Care

* Focus on above - PLUS risk factor management
and lifestyle modification

* Patient engagement and education

* Patient-centred care / shared decision making

Artificial Intelligence / eHealth / mHealth
Personalised medicine

Integration of primary and primordial
prevention

Integration of primary and secondary care




Integrated care model for AF managenm: OPLACE

PRIMARY CARE
PHYSICIAN

PHARMACIST

DYSLIPIDEMIA | HYPERTENSION

SLEEP

OBESITY
DIETICIAN PHYSICIAN

DIABETES PHYSICAL
MELLITUS Individualized Program INACTIVITY

ENDOCRINE ALCOHOL SMOKING EXERCISE
SPECIALIST EXCESS PHYSIOLOGIST

PSYCHOLOGIST

Chung et al Lifestyle and Risk Factor Modification for Reduction of AF
Circulation 2020 141:e750-e772




EXERCISE TARGET
*30mins, 3-4 x per week
*Activity increase to

200mins/week

WEIGHT TARGET
*Target: 210% weight loss
*BMI <27 kg/m?

*Avoid fluctuation

EVALUATE
«Diet plan
«Current activity levels
*Educate — permanent
change

" EVALUATE

*BP diary

WEIGHT LOSS

EVALUATE | DM TARGET
: & EXERCISE

*Diet '« Dietary changes

«Glucose tolerance | * Start Metformin: if HbAlc
test . >6.5% @ 3mths

2 i * Endocrinologist if required

GLYCEMIC

CONTROL intolerance

*Record 2-3 x daily

sExercise stress test for

BP TARGET
+<130/80mmHg (rest)
: »<200/100mmHg (exercise)
' »ACE| or ARB if required
+ *Sodium reduction

&
EVALUATE
*Cholesterol
levels

*Diet

OSA TARGET
* CPAP if AHI 230
* or 220/hr with resistant HT
or daytime sleepiness
* CPAP adherence checks

EVALUATE
*Overnight sleep
study

-.---.

.-I ..J '\

Comprehensive Risk

05A Factor Management HYPEHLIP{DEMIA

LIPID TARGET
*Dietary changes
*@3mths: Start statins if LDL>100mg/d|
*Add fibrates if TG>200mg/d|
*Start fibrates if TG>500mg/d|

-

EVALUATE

*Assess intake

SMOKING TARGET
* Cease all forms of tobacco

EVALUATE
*Assess smoking
status

@=

' *Reduction to <30g/week
' *Complete abstinence if required

ALCOHOL TARGET

"€’ CARDIOLOGIA ASTI

Middeldorp ME, et al. Heart 2020;106:325-332.




INITIAL RFM TEAM CONSULT

Build rapport with patient

Assess patient behaviour and motivation . ;
Discuss each individual risk factor & relationship to AF

Ask to maintain lifestyle journal for next visit ®

Review patient lifestyle journal and set achievable targets
Reassess patient behaviour and motivation
Set regular appointments to monitor progress

Review patient lifestyle journal

Ensure medication adherence as prescribed by physician
Monitor progress & address setbacks

Determine barriers & set new goals

AF MANAGEMENT TEAM CONSULT

IF SYMPTOMATIC AF PERSIST IF NO SYMPTOMATIC AF

@;L Consider AF ablation and/or Consider AAD if required as
AAD as per AF guidelines per AF guidelines

ONGOING RFM/AF MANAGEMENT

RISK FACTORS TREAT =
MAINTAIN LIFESTYLE CHANGES
APPOINTMENTS AS REQUIRED e s

& ch ARDIOLOGIA ASTI Middeldorp ME, et al. Heart 2020;106:325-332.



The doctor of the future will give no medicines,
but will interest his patients in the care of the
human frame, in diet, and in the causes and
prevention of disease.

(Thomas Edison)
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Impact of weight reduction on pericardial Q) oot
adipose tissue and cardiac structure in patients
with atrial fibrillation

Hany S. Abed, BPharm, MBBS, PhD, *” Adam J. Nelson, MBBS, ” James D. Richardson, MBBS, ”
Stephen G. Worthley, MBBS, PhD,” Andrew Vincent, PhD,® Gary A. Wittert, MD, b and
Darryl P. Leong, MBBS, MPH, PhD Bic Sydney, Australia; Adelaide, Australia; and Ontario, Canada
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