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AF affects more than 59 million people world-wide
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HF prevalence/incidence/costs/mortality
64 million affected worldwide
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Atrial Fibrillation Begets Heart Failure and Vice Versa

By the year 2030, there will be 12 million Americans with AF, and over 8 million with HF.

Beyond sharing common predisposing risk factors such as hypertension, diabetes, ischemic heart
disease, and valvular heart disease, it is clear that AF and HF are closely interrelated, with each

disease predisposing to the other.
When present in combination, AF and HF portend a worse prognosis than either condition alone.

AF coexists with both HF with preserved and reduced ejection fraction (HFpEF, HFrEF).

Santhanakrishnan et al. Circulation. 2016



Temporal association of AF and HF subtypes

995 pt with New onset HF (57% had AF): 41% HFpEF ; 44% HFrEF 1737 pt with New AF (37% had HF): HFpEF 32% vs 23% rEF
mHFPEF 0% -
HFREF 0% - munclassified HF
@ mHFREF
= 50% -
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no AF previous AF  concurrent AF future AF no HF previous HF  concurrent HF  future HF

Prevalent HF: newly diagnosed AF 15% at 5 years;

AF alone predisposes to increased risk of HF, most common HFpEF (HR:4.8)

Rajalakshmi S et al. Circulation. 2016; Santhanakrishnan R ed al.
Circulation 2016; Stewart S. et al AJM. 2002



Heart failure classification using left ventricular ejection fraction

HF Classification According to LVEF Criteria

HFrEF (HF with reduced LVEF) o LVEF < 40%
HFimpEF (HF with improved LVEF) Previous LVEF < 40% and a follow up LVEF > 40%

HFmrEF (HF with mildly reduced LVEF) LVEF 41%-49%

Evidence of spontaneous or provokable increased LV
filling pressure

HFpEF (HF with preserved LVEF) e LVEF > 50%

e Evidence of spontaneous or provokable increased LV
filling pressure

2022 AHA ACC/ Heart Failure Society of America guidelines



AHA/ACC/HFSA Heart failure stages

Stage A:
At Risk for
Heart Failure

At risk but without
symptoms or signs of
heart failure, structural
or functional heart
disease, or cardiac
biomarkers of injury

i.e. patients with
hypertension,
diabetes, or genetic or
familial risk for
cardiomyopathy

NYHA Heart Failure Classification

Class |

No limitation of
physical activity.

Stage B:
Pre-
Heart Failure

Without current or or
previous signs of heat

failure but with evidence

of one of the following:

Structural heart disease

Evidence of increased
filling pressure

Risk factors, and:
Elevated BNP/NTproBNP
Persistently elevated
troponin

Class Il

Slight limitation of
physical activity.

Stage C:
Symptomatic
Heart Failure

With current or previous

symptoms or signs of
heart failure

Class Il

Marked limitation with
physical activity.

Stage D:
Advanced
Heart Failure

Marked symptoms of
heart failure that
interfere with life and
with recurrent
hospitalizations despite
attempts to optimize
goal-directed medical
therapy

Class IV

Symptoms of heart
failure at rest.

Circulation. 2022



The ACC/AHA/ACCP/HRS guidelines stages of atrial fibrillation

Stage 1

At Risk For
Atrial Fibrillation

Presence of modifiable and
non-modifiable risk factors
associated with atrial
fibrillation.

Modifiable
Obesity
Lack of fitness
Hypertension
Obstructive sleep apnea
Alcohol
Diabetes

Non-Modifiable
Genetics
Male sex
Age

Stage 2

Pre-Atrial Fibrillation

Evidence of structural or
electrical findings further
predisposing patients:

Atrial enlargement
Frequent atrial ectopy
Short bursts of atrial
tachycardia

Atrial flutter

Other high-risk scenarios

Stage 3 Stage 4

Permanent

Atrial Fibrillation Atrial Fibrillation

Patients may transition among different substages

No further attempts at
rhythm control after
Longstanding Successful Ablation discussion between patient
Paroxysmal (3A Persistent (3B P
aEmalice) (38) Persistent (3C) (3D) and clinician

Intermittent and Continuous and Continuous for 2 12 Freedom from atrial
terminates within €7  sustains 2 7 days and months in duration fibrillation after
days of onset requires percutaneous or

intervention. surgical intervention
to eliminate atrial

fibrillation

Joglar JA et al Circulation. 2023



Interrelationship between heart failure (HF) and atrial fibrillation (AF)

[‘t LA &/or LV ) [Remodeling Cascade ]
T Genetics » Electrical
Filing pressure Systemic Disease | . P [Comiectie
Pulmonary hypertension LS
Atrial cardiomyopath
yopathy ; ~ LA &/or LV - .
“any complex of structural, architectural, @ il .
contractile, or electrophysiological changes "~ YT .
affecting the atria with the potential to produce " ‘ inammeton and | - :
o e . . 10rosis
clinically relevant manifestations.”
NeuroHormonal :
Valvular Activation LA &/or LV
Regurgitation Structural Disease

Saksena S. et al, Card Electrophysiol Clin 2025



Arrhythmia-induced versus arrhythmia-mediated cardiomyopathy

Arrhythmia- Arrhythmia Induced Arrhythmia-
Induced Cardiomyopathy Mediated
The sole reason for LV * The most common cause Causes LV dysfunction
dysfunction with no <«—— Of LV dysfunction — and/or worsening of HF in
underlying structural heart * Least recognized etiology patients with concomitant
disease. Oftentimes these of cardiomyopathy systolic or diastolic heart
patients are asymptomatic * Extremely heterogeneous disease.

until HF sets in.

Chelikam et al Card Electrophysiol Clin 2025



Histological validation of atrial structural remodelling in patients with
atrial fibrillation

Atrial biopsy Histological factors Atrial remodelling

Reduced nuclear density

O Patients with Voltage reduction

atrial fibrillation

Intracardiac
echocardiography

Takahashi et al. European Heart Journal (2023)



Association of Atrial Tissue Fibrosis Identified by Delayed Enhancement
MRI and Atrial Fibrillation Catheter Ablation: The DECAAF Study

Arrhythmia Recurrence Proportion

No. at risk
Stage 4
Stage 3
Stage 2
Stage 1

1.0+

0.8+
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Stage

Absolute Risk (95% Cl) by
No. of Days After 90-d Blanking Period

325d

475d

Without covariate adjustment?®

i
2
3
4

With covariate adjustment®

1

W N

0.15 (0.08-0.30)
0.33 (0.24-0.43)
0.46 (0.36-0.58)
0.51 (0.33-0.72)

0.12 (0.03-0.21)
0.31 (0.21-0.39)
0.45 (0.33-0.55)
0.55 (0.28-0.71)

0.15 (0.08-0.30)
0.36 (0.26-0.48)
0.46 (0.36-0.58)
0.69 (0.49-0.88)

0.14 (0.03-0.23)
0.36 (0.25-0.48)
0.49 (0.35-0.60)
0.65 (0.39-0.80)

Marrouche et al Jama , 2014



Change in Absolute LVEF from Baseline (%)

Catheter Ablation Versus Medical Rate Control in Atrial Fibrillation

and Systolic Dysfunction:
The CAMERA-MRI Study

ALVEF Stratified by LGE Status in B Correlation Between % of Ventricular
Patients Following Catheter Ablation LGE and ALVEF Following Catheter Ablation

P =0.0069
] ——{P=00089— Y

Mean difference = +10.7%
95% Cl: 3.2% t0 18.3%

. R =-0.67
p = 0.0094

40 4
+22.3%

20 -

+11.6%
10 -

Change in Absolute LVEF from Baseline (%)

y = 25.96-1.24x

T T T T T

LGE Positive LGE Negative 0 5 10 15 20 25
Percentage of Ventricular LGE (%)

S. Prabhu et al, JACC 2017



Mortality after new HF
Predictor: prevalent AF

HR 1,25 (CI 1,04-1,51)

HR 1,33 (HFpEF), 1,18 (HFrEF)

Mortality after HF

Number at Risk
Prevalent AF
No AF

Prognosis of atrial fibrillation with heart failure
Mortality rate in HF and AF (Framingham)

100% -
Prevalent AF
N0 AF
80% -
60% -
40% -
20% - Log rank P=0.13
0% T T T T 1
0 2 4 6 8 10
Years after HF
422 216 143 86 5 28
689 338 235 159 100 60

Mortality after new AF
Predictor: prevalent HFpEF
HR 1,83 (CI 1,41-2,37)
Predictor: prevalent HFrEF
HR 2,72 (2.12, 3.48)

Mortality afer AF

Number at Risk
Prevalent HFrEF
Prevalent HFpEF
No HF

100%

80% -

60%

40%

20%

0%

- Prevalent HFrEF
=—Prevalent HFpEF
No HF
| 3-group log rank P<0.0001
=1 T T T T 1
0 2 - 6 8 10
Years after AF
99 56 37 25 15 6
91 58 37 24 16 4
977 715 590 444 346 254

Rajalakshmi S et al. Circulation. 2016



Impact Of Initial Heart Failure Emergence On Clinical Outcomes
Of Atrial Fibrillation Patients In the AFFIRM Trial

« Subjects with no history of HF, without clinical HF
and normal LVEF, randomized rate vs rhythm
control

« Principal outcome: time to development of a
composite of NYHA > || HF and/or CV death.

Cardiac Death
=2 classHF: 4.27 (2.03,9.02) p = 0.0001

21 class HF: 2.88 (1.53,5.40) p = 0.0010

CV Hospitalization or Death
> 2 class HF: 3.00 (2.19,4.12) p <0.0001

2 1 class HF: 2.34 (1.89,2.90) p <0.0001

All-Cause Death
> 2 class HF: 2.83(1.91,4.18) p <0.0001

21 class HF: 1.96 (1.42,2.71) p <0.0001

CV Hospitalization
=22 classHF: 3.04 (2.15,4.29) p <0.0001

21 class HF: 2.45 (1.94, 3.08) p <.0001

o
0
_._
+
_._
.
—_—
-

Log HR and I
95% ClI 0.7

Slee A., Saksena S. AHJ 2019



AF and HF Clinical Outcomes in rate vs rhythm control strategies

Impact Of Initial Heart Failure Emergence On Clinical Outcomes
Of Atrial Fibrillation Patients In the AFFIRM Trial
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Slee A., Saksena S. AHJ 2019



Impact Of Initial Heart Failure Emergence On Clinical Outcomes
Of Atrial Fibrillation Patients In the AFFIRM Trial

v Delaying HF emergence is associated with effective Rhythm control with documented sinus

rhythm

v This observation suggests that the beneficial effects of rhythm control can be demonstrated after

a significant period of AF suppression and burden reduction (2 or more years follow up)

Slee A., Saksena S. AHJ 2019



Mortality and morbidity during long-term follow-up of subjects with HF
in the Candesartan in Heart Failure Assessment of Reduction in Mortality (CHARM
study)

All-Cause Mortality

1.00
0.75
=<0.0001
050"
0.25 no AF
AF history
AF history & baseline ecg
0.00
T T T T T T
0 1 2 3 4 5
Years
Heart failure death or heart failure hospitalization
1.00
—
0.75
0,50 P=<0.0001
0.25- no AF
AF history
AF history & baseline ecg
0.00
T T T T T T
0 1 2 3 4 5

Years

Cardiovascular death and heart failure hospitalization

1.00
0.75-
0.50- p=<0.0001
0.25+ no AF
AF history
0,00 AF]hlstory & ba]sellne ecg : : ‘
0 1 2 3 - 5

Years

Fatal/Non fatal Stroke

i Eﬁ
0.90+
Fatal/Non fatal Stroke
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— O AF 085{ ;:: ;;..:;:;’5 baseine eco
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AF history
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Olsson LG et al.

J Am Coll Cardiol. 2006



Impact of AF on HF hospitalizations and total mortality in the CHARM
study

HF hospitalizations

Cumulative distribution function

0.50+
0.45+
0.40+
0.354
0.30+1
0.25+1
0.20+
0.151
0.10+
0.051

Low EF:

Hazard ratio 1.29
(95% Cl 1.14 - 1.46)
p<0.001

~ AF at baseline (Low EF)

ull No AF at baseline (Low EF)
_______ AF at baseline (Preserved)

No AF at baseline (Preserved)

Preserved EF (PEF):
Hazard ratio 1.72
(95% Cl 1.45 - 2.06)
p<0.001

0 L) 1

0 1 2
Year

Number at risk

No AF & Low EF 3906 3207 2755
No AF & PEF 2545 2294 2096
AF & Low EF 670 509 417
AF & PEF 478 399 353

3 35

Total mortality

Cumulative distribution function

0.45
0_40] el i 71 . AF atbaseline (Low EF)
| (5% C11.21-1.59) P
0351 p<0.001 - No AF at baseline (Low EF)
0.301 AF at baseline (Preserved)
0.254
8?2 No AF at baseline (Preserved)
' Preserved EF (PEF):
0.101 Hazarg lratil¢4361 .8321)
95% Cl 1.46 — 2.
0.05- iy d
0 T L) T T L
0 1 2 3 35
Year
Number at risk
No AF & Low EF 3906 3542 3192 2359
No AF & PEF 2545 2455 2322 1418
AF & Low EF 670 589 514 358
AF & PEF 478 444 414 243

Olsson LG et al.
J Am Coll Cardiol. 2006



Treatment of Preserved Cardiac Function HF with an Aldosterone Antagonist (TOPCAT) study

Q Time to pump failure death

Post-hoc propensity score matched analysis

@ Time to SCD or ACA

30 30
— No AF - No AF
201 = Any AF 201 ———
% pump % sudden
failure death cardiac death
101 : 104
04 ¢ — T T T 1 LS T T T T 1
0 1 2 3 4 5 0 1 2 3 4 5
N, events (KM%) Time (years) N, events (KM%) Time (years)
No AF SB40%  S30AX  4002%  2632%  1704%  605% No AF SB40%  SIB1%  3993%  2624%  1695%  6O7%
Any AF SB40%  SAL1% 4112%  2804% 168X 679% Any AF SB40%  S421%  4103%  2794%  1566%  678%
@ Time to worsening heart failure (111l to HI/IV) @ 301 ——No AF on ECG. HF llll | = 0250
—— AF on ECG, HF 1Nl R
604 =Moo AF on ECG, HF IINTV| _ _
4 = 0.0456
i . _/—I %pump U] —AFonECG HFHV |P
o j failure death
% worsening 401 /_/H_,J_ 104
HF 304 [ .;—/_ — 1
204 —~ o el —
- No AF
N A AR 3 1 3 3 H !
IJ‘ N, events (KM%) Time (years)
0- 6 1 i ‘-" "1 g No AF B\OOE 259,11 199198 132198  9329% 5T%
N, events (KM%X) Time (years) Any AF 2620% 24808% 18516% 12522% 6881%  2781%
No AF 3760%  25924%  17731%  9240%  S844%  1250% No AF 13B0%  12407% 9916% 326X A164K 1664%
Any AF 3890% 24928% 159.38%  9549%  4757%  1361% Any AF 1560% 14206% 10338% 6578% 31,126%  13201%

Prevalent AF in HFpEF is associated with increased CV mortality. This incremental mortality is independently
associated with a selective and disproportionate increase in pump failure deaths (A) rather than sudden deaths

(B), and is also associated with worsening of symptomatic heart fiilure in earlier stages (C) and increased pump
failure mortality in advanced heart failure (D)

Saksena S, Slee A, Natale A, et al.
Europace 2023



AF and HF Clinical Outcomes in Antiarrhytmic Drug Rhythm control strategies vs Rate

Dronedarone for the Treatment of Atrial Fibrillation with Concomitant Heart Failure with Preserved and Mildly
Reduced Ejection Fraction: Post-Hoc Analysis of the ATHENA Trial

ATHENA Population (NCT00174785) Primary Endpoint. Death or CV Hospitalization

Patients With Paroxysmal/Persistent AF/AFL

Pirnteracton™0.10

70- @ Placebo

27 60 @ Dronedarone
I i ; *
- o 5
4628 2% 10 t 3 s
Patients § E_ 30— -
i )
randomized ~N Placebo 28 20
(n=2327) £* o HR 0.79 HR 0.5 HR 0.7
0 (0.61-1.03) (0.48-0.88) (0.68-0.88)
HFpEF or HFmrEF HFrEF or LV Dysfunction No HF
(n=534) (n=422) (n=3,672)

Subgroups Based on HF Status in ATHENA

LVEF>40%+ Treatment Effects Across a Range of LVEF

No HF Structural Heart Disease 3
(n=3,672; 79%) (LA enlargement or LVH) - . g“"a\ P\nteracton aCross LVEF =0.71

'G’ g 154
HFmrEF/HFpEF Symptoms of HF -
(LVEF>40%) with NYHA class Il 1
(n=534; 12%) functional class 5

2

or g
HFrEF or LV Dysfunction % gl -
(LVEF<40%) Diuretic use IELPSSEPRNENS. SRR L. JINIOHE. NSRS SO SR REIOP PR ..
(n=422: 9%) k T RAE " RAAE " SRR " RARE * RART" R T RARE " R " RS " BT " MR " R T

Left Veniricular Ejecton Fraction (%)
AL, adaxise aenl, AF aliia! fbedlalion, AFL, alrial fuller, C1, confidence mlersl, GV, candovasculiar, HE, hearl Taive, HR, hazacd rdlic, LA, el alrial LV el vealicular, IVEF, el venlicola ejeclion Frackon, LVH el venloacuka hyperioghy, onEF, midly educed

gechon fracbon, NYHA. Mew York Heert Assocation, pEF, preserved eaction fraction, 1EF, reduced ejection frecton

CONCLUSIONS Dronedarone is associated with reduced CV events in patients with paroxysmal or persistent AF/AFL and
HF across the spectrum of LVEF, including among those with HFpEF and HFmrEF.

M. Vaduganathan et al. European Journal of HF (2022)



Populations in AF with HFpEF

Summary of populations in atrial fibrillation with heart failure with preserved ejection fraction in
randomized clinical trials with mortality and morbidity end points

Trial Comparison HF Type or Subgroups AF Type
AFFIRM Trial Rhythm: 47 LVEF >50%, NYHA 1/l In SR at randomization,
Rate: 60 AF likely to be
recurrent
ATHENA Trial Dronedarone: 266 LVEF >40%, NYHA II/111 Paroxysmal or persistent

Placebo: 268 Structural HD
ATHENA Trial® Less Total: 2353 LVEF >40%, NYHA lI/11, Paroxysmal or persistent
Stringent HF No Required
Structural HD
CABANA Trial CA: 51 LVEF >40% and <50%, Paroxysmal or persistent
Drug Therapy: 50 NYHA 1/11/IV
CABANA Trial CA: 295 LVEF >50%, NYHA I/l Paroxysmal or persistent

Drug Therapy: 315

v

CABANA HF Substudy

CA: 378

91.3% LVEF >40%,

Paroxysmal or persistent

Outcomes in AF with HFpEF

Summary of outcomes in atrial fibrillation with heart failure with preserved ejection fraction
randomized clinical trials with mortality and morbidity end points

All-Cause Death (ACD)

CV Death, Stroke, HHF,

Death or CVH/Death or

Trial (Rhythm/Rate) +ACS (Rhythm/Rate) HF Event
AFFIRM Trial HR (95% ClI): 0.92 (0.45- CVD—HR (95% CI): 0.62 CVH/D: HR (95% Cl):
1.89), P = .815 (0.21-1.80), P = .377 0.80 (0.51-1.26),
P=.338
ATHENA Trial HR (95% ClI): 0.59 (0.33- Favored Dronedarone CVH/D

1.09)

ACD: Favored
Dronedarone vs
placebo in HFpEF/
HFmrEF but not
significant

but not significant

HR (95% Cl): 0.78 (0.68-
0.89)

ATHENA Trial® Less
Stringent HF

HR (95% Cl): 0.65 (0.45-
0.95)

HHF
HF (95% ClI): 1.01 (0.74-
1.39)

HR (95% CI) 0.78 (0.68-
0.89)

CABANA Trial HR (95% ClI): 0.43 (0.09-
Drug therapy: 400 NYHA 1i/1/1v 2.13)
EAST-AFNET 4 Trial Rhythm: 110 LVEF 40%-49% First, paroxysmal or CABANA Trial HR (95% Cl): 0.40 (0.18-
HFmrEF substudy Usual care: 101 persistent 0.88)
EAST-AFNET 4 Trial Rhythm: 224 LVEF >50% First, paroxysmal or CABANA Trial HF HR (95% Cl): 0.57 (0.33- CVD—HR (95% CI): 0.70  CVH/D—HR (95% Cl):
HFpPEF substudy Usual care: 218 persistent Substudy 0.96) (0.31-1.57) 0.84 (0.70-1.02)
— ] 0, .
RAFT AF CA: 81 LVEF >45% High-burden Dth/Stk/Bld/CA—HR HHF—HR (95% Cl): 0.89
} . (95% Cl): 0.64 (0.41- (0.56-1.44)
Rate: 90 paroxysmal/persistent 0.99)
AF EAST-AFNET 4 Trial Incidence/100 PYAR
HFmrEF Substudy treatment effect (95%
Cl): 0.77 (0.44-1.34);
P= .35, KM logrank P =
31
EAST-AFNET 4 Trial Incidence/100 PYAR
HFpEF substudy treatment effect (95%
Cl): 0.81 (0.56-1.18);
P= .28, KM logrank P =
.24
RAFT AF CA: 22 of 90 (24.4%) vs D/HF Event—HR (95%

Rate: 21 of 81 P = .6

Cl) 0.88 (0.48-1.61);
P =.672



Populations in AF with HFrEF

Summary of large atrial fibrillation and heart failure with reduced ejection fraction populations in

randomized clinical trials with mortality and/or morbidity end points

Trial Comparison and N  HF Type or Subgroups AF Type

AATAC Trial CA for AF: 102 LVEF < 40%, NYHA /1l Persistent
AMIO: 101 ICD/CRT-D

AF-CHF Trial Rhythm: 682 LVEF < 35%, NYHA II/IIIV  Paroxysmal or persistent
Rate: 694

AFFIRM Trial Rhythm: 95 LVEF < 50%, NYHA I/ In SR at randomization, AF
Rate: 81 likely to be recurrent

AMICA Trial CA: 68 LVEF <35%, NYHA II/1, Persistent/long-standing
BMT: 72 ICD/CRT-D or indication persistent

ATHENA Trial Dronedarone: 201 LVEF < 40%, NYHA II/1lI Paroxysmal or persistent
Placebo: 221

CABANA Trial CA: 32 LVEF <40%, NYHA lI/1lI/V Paroxysmal or persistent
Drug Therapy: 35

CASTLE-AF Trial  CA: 179 LVEF < 35%, NYHA II/lll/IV,  Paroxysmal or persistent
Med. Therapy: 184 ICD/CRT-D

EAST-AFNET 4 Rhythm: 57 LVEF < 40% First episode/paroxysmal/

Trial HF Usual care: 75 persistent
Substudy

RAFT AF CA: 124 LVEF <45%, NYHA I/l High-burden paroxysmal/
Rate: 116 persistent AF

DIAMOND-CHF  Dofetilide: 190 LVEF < 35%, NYHA lI/IV
Placebo: 201

Outcomes in AF with HFrEF

Summary of outcomes in large atrial fibrillation and heart failure with reduced ejection fraction
populations in randomized clinical trials with mortality and/or morbidity end points

All-Cause Death
(ACD)/CV Death

cv
Hospitalizations(H)
or HHF (Rhythm/

Minnesota QOL
HF Questionnaire

Trial (CVD) (Rhythm/Rate) Rate) LVEF Improvement Reduction
AATAC Trial CA: 8 (8%), Amio 18 Unplanned H Mean + SD Mean + SD
(18%) log-rank P = CA: 32 (31%), Amio: CA: 8.1+4, Amio: CA: 11£19,
.037, 58 (57%), log-rank 6.2+5.0 P = .02 Amio: 6+17
RR (95% Cl): 0.44 P<.001 P=.04
(0.20-0.96) RR (95% Cl): 0.55
(0.39-0.76)
AF-CHF Trial HR (95% Cl): 0.97 Worse HF—HR (95% Mean + SD
(0.80-1.17), P = .73 Cl): 0.87 (0.72- Rhythm: 8.0+10.0%
1.06), P = .17 for, Rate:
CVH - Rhythm: 658 4.5+10.6%,
(70%), Rate: 601 P=.19
(67%)
AFFIRM Trial HR (95% Cl): 1.06 CVH—HR (95% Cl):
(0.66-1.71), P=.819 1.33 (0.90-1.96),
P=.158
AMICA Trial ACD: 8 patients in SAE Worsening of Mean (95% Cl) Mean
each group (NS) heart failure CA: 15 CA: 8.8% (5.8% CA: 11.2,
(15.3), BMT: 21 to 11.9%), BMT 8.9,
(21.0), P = .36 BMT: 7.3% P=.42
(4.3% to 10.3%),
P = .36
ATHENA Trial CVH/D—HR (95% Cl):
0.65 (0.48-0.88)
CABANA Trial HR (95% Cl): 1.43
(0.17-12.05)
CASTLE-AF HR (95% Cl): 0.53 HHF—HR (95% Median [IQR] CA:
Trial (0.32-0.86), P = .01 C1):0.56 (0.37— 8.0% [2.2-19.1],
0.83), P = .004 BMT 0.2%
CVH—HR (95% [-3.0-16.1],
Cl):0.72 (0.52— P=.005
0.99), P = .04
EAST-AFNET Mean + SD
4 Trial HF Rhythm:
substudy 17.28+13.45,
Usual Care:
18.10+10.73,
P = .66
RAFT AF CA: 28 of 124(22.6%) 6.3 (2.7-9.9), —5.8 (-12.4-0.7),
' P =.019 P=.012
Rate: 43 of
116(37.1%) P = .06
DIAMOND-CHF HR (95% Cl): 1.01 HHF—HR (95% Cl):

(0.75-1.36)

0.64 (0.46-0.91)



Impact of Intervention Timing on Disease Control
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Key points

v Regardless of which begins first, AF and HF frequently coexist and exacerbate each other.

v Their increasing prevalence creates considerable morbidity and mortality, which creates significant

challenges for management and strain on the healthcare system.
v Although the incidence of AF is higher in HFrEF, the prognosis of AF in HFpEF is worse.

v Although no screening guidelines exist, early detection of AF in HF is crucial as it increases mortality

by 1.5 and 2.7-fold in men and women, respectively.

v Recognizing this is important for appropriately treating these diseases and mitigate the development

of irreversible remodeling.



