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The Gift
of Time

Transforming
Lives for 75 Years




In 1950, the cardiovascular healthcare community
confronted a challenge we still face today:

How can breakthroughs and trustworthy
science be shared?

This is why the ESC was born

Join us on a journey through
75 years of the ESC
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New definition of
atrial and
ventricular mitral
regurgitation

A LV end-diastolic dimension of <56 mm in females
B Additional echocardiographic criteria for atrial SMR may

ESC Congress ‘V’V‘or‘l’dmConqress
2025 Madrid  of Cardiology

Marianna Adamo
Italy

and <63 mm in males; indexed LV end-diastolic volume
no longer be fulfilled in adv

wall motion m N s Ventricular
No or mildly dilated LV P tio SMR
without leaflet tet
Mitral annulus dilatation
(AP >35 mm)
Enlarged LA (LAVI >34 mL/n
Additional echocardiographic criteria®
Normal leaflet motion Dilated LV

Normal leaflet morphology Dilated LA
Usually central jet Dilated MV annulus

Additional clinical criteria

Atrial fibrillation schaemic heart disease

rdiomyopathy

HFpEF

- @Esc @EeACTS

71 mL/m2 (in women) of

stages

New definition of
atrial and
ventricular mitral
regurgitation

Rddiional dinicalcriteria

ESC Congress World Congress
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<79 mL/m2 (in men)
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ESC/EACTS Guidelines for the °
management of valvular heart
disease



Figure 3
Central illustration

Patient-centred
evaluation for treatment
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Heart Team evaluation
* Risk stratification including use
of clinical scores
* Timing and type of treatment
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disease severity \‘ /
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\\ Shared treatment decision

o

Clinical examination
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ESC Guidelines for the management of valvular heart disease
(European Heart Journal; 2025 — doi: 10.1093/eurheartj/ehaf194)




Complex procedures ideally performed in the most

experienced Heart Valve Centres

Transcatheter interventions
v Transfemoral TAVI in patients with high-rik features:
0 Low coronary ostia
o Dificultfemoral anatomy
0 Bicuspid valve
0 Severe calcification protruding into the LVOT
0 Severe LV and/or RV impairment
0 Pure AV regurgitation
0 Multple valve disease
0 Complex coronary artery disease
0 Severe extracardiac disease (e.g. renal failure, PH)
v Non-transfemoral TAV
v Valve-in-valve (inclucing TAV-in-TAV)

v Alleaflet modification procedures (BASILICA, LAMPOON ec)

v VL closure
v Complex M-TEER
v Redo M-TEER procedures

v Tricuspid or mitral valve-in-ring or valve-in-valve, valve-in-MAC

v TWI
v Alltricuspid procedures

Surgical interventions

v High-risk procedures especially in patients with LV
and/or RV impairment)

v Redo procedures

v Minimally invasive and robotic valve surgery

v Complex MV repair
0 Barlow disease
0 Anterior or bileaflet prolapse
0 High risk of SAM
0 Severe MAC

v AVrepar

v Ross procedure

v Valve surgery combined with complex surgery of the
a0rta

v Endocarditis surgery

ESC Guidzlines for the management of valvular heart disease
(Furopean Heart Joumal: 2025 - doi: 10,1093/ eurhearti ehaf194)
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Requirements for a Heart Valve Centre
@ ECTS

Requirements

Centre performing heart valve procedures with on-site interventional cardiology and cardiac surgery departments
providing 24 h/7 day services.

Heart Team core members: Cardiologist with imaging expertise, interventional cardiologist, cardiac surgeon.
Additional specialists, if required (Extended Heart Team): Specialized nursing personnel, HF specialist,
electrophysiologist, cardiovascular anaesthetist, geriatrician, and other specialists (e.g. intensive care, vascular
surgery, infectious diseases, neurology, radiology).

The Heart Team must meet on a regular basis and work according to locally defined standard operating procedures
and clinical governance arrangements.

A hybrid cardiac catheterization laboratory is desirable.

High volume for hospital and individual operators.

Multimodality imaging (including advanced echocardiography, CCT, CMR, and nuclear techniques) and expertise in
peri-procedural imaging guidance of surgical and transcatheter procedures.

Heart Valve Clinic for outpatient assessment and follow-up.

Data review: continuous monitoring, evaluation, and reporting of procedural volumes and quality indicators, including
clinical outcomes, as well as PROMs complemented by local/external audits.

Education programmes targeting primary care and referring physicians, operators, and diagnostic and interventional
imaging specialists.
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The different courses of
. Acute IMPS Recurrent IMPS
inflammatory
myopericardial syndromes . "l"““‘_“d 3 VIR necton
" singie episode
and the interplay between
genetic background
. . Genetic
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autoimmunity beyond the E— % 5\ Auokrrmtony
initial infectious trigger
Genetic
background
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Umbrella: IMPS - The spectrum of the inflammatory myopericardial syndrome

Acute Subacute Chronic Recurrent Remission with/without residuals
—_————®» <imonth ———————————§ =3months B Ho
Infectious <
- e Bt aaria Parasites Autoinflammmatory Genetic

Autoimmune conditions Cancer-related Drugs

S O & e © O &

L. -

c";";‘;:nm:‘f i id Physical exam Vital signs ECG Lab values Echocardiography
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Further assessment (if warranted)
Multimodality imaging
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management of cardiovascular
disease and pregnancy



S

Pre-conception

= Risk assessment mMWHO 2.0
- Genetic counselling

- Lifestyle counselling

= Reproductive technology

= Drug review

= Clinical optimization

- Contraception

b Pregnancy

Disease-specific

= Regular follow-up and risk assessment
- Regular foetal assessment

= Documented delivery plan

=3 Delivery (plan)

= Timing and mode of delivery
- Foetal and maternal monitoring
= Anaesthesia and pain relief methods

Conge| Ischaemic  Venous/pulmonary = Drug management and bleeding control
heart disease heart disease thromboembolisrm - Device management
e @ @ B Post-partum
Peripartum Cardiac Pulmonary
P channeiopathies hypertension

- Breastfeeding and lactation
- Contraception
- Maternal cardiac follow-up

o
B
0

Aortic disease Arrbythmia Heart failure
B Long term
@ Q’ . = ldentify adverse pregnancy outcome
: - - Women's Heart Clinic
Valvalar Candiomyopathies Hyp k4 - Cardiowvascular risk factor screening
heart disease disorders

g @& Esc—




Physiology of
haemodynamic
changes and changes in
electrocardiogram and
echocardiography
during and post
pregnancy

% change from 1st

pre-pregnancy | t.mester

40

20

2nd 3rd
trimester

Delivery

trimester

Cardiac output

Plasma volume

Heart rate

Post-
partum

-20

PR interval
shortened
Prominent l l
Qwave Flattened/inverted
Twave
= Normal ECG
== Pregnancy ECG

Peripheral vascular resistance
Diastolic and systolic BP

Unchanged

« Aortic root diameter
« LVEF

* RVEF

« SPAP

Small changes
« Small pericardial
effusion

$ RV basal and
mid diameters

cardiac output at
pre-pregnancy values

6 weeks post-partum:

t LA size and
volume

tLVEDD

tLV mass
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2025 Focused Update of the
2019 ESC/EAS Guidelines for the

management of dyslipidaemias



Class llb

Class lla

Class|

Class 12

Class llb

| SCORE2/SCORE2-OP <2%)

Treatment goal
for LDL-C

| - SCORE2/SCORE2-OP >2% and <10% !
| « Young patients (TIDM <35years; |
| T2DM <50 years) with DM duration |

I

|
h L

— — — — — — — — — — — —

<3.0 mmol/L
(<116 mg/dL)

& >50% reduction
from baseline

<1.8 mmol/L
(<70 mg/dL)

<1.4 mmol/L
(<55 mg/dL)

<1.0 mmol/L
(<40 mg/dL)

_4

| SCORE2/SCORE2-OP >10% and <20% |
:- Markedly elevated single risk factors, in particular |
| TC >8 mmol/L (310 mg/dL) or LDL-C >4.9 mmol/L (190 mg/dL) |
or BP =180/110 mmHg |
|= FH without other major risk factors |
I. Moderate CKD (eGFR 30-59 mL/min/1.73 m2) :
I. DM w/o target organ damage, with DM duration >10 years |

I

{ or other additional risk factor

— — — — — — —— — — —— —— — — — — —— — — — — — —

| « ASCVD (clinical/imaging) '
| . SCORE2/SCORE2-OP >20% |
| * FHwith ASCVD or with another major risk factor |
| + Severe CKD (eGFR <30 mL/min/1.73 m?) !
| - DM &target organ damage: >3 major risk factors; |

or early onset of T1DM of long duration (>20 years) |

— — — — — — — — — — ————— —— —— — —

|+ Patients with ASCVD who experience |
| recurrent vascular events while taking

| maximally tolerated statin-based therapy |
. Patients with polyvascular (e.g. coronary |
| and peripheral) arterial disease |

— — — — —— — — — — — — — — — —

A

AClass lla for individuals in primary prevention with FH at very high risk

CV Risk

@ESC Qeas



2025 ESC Clinical Consensus
Statement on mental health

and cardiovascular disease



SECTION SUMMARY POINTS

1. Mental health and mental health conditions interact with CV health and CVD in a multidirectional way.

2. The coexistence of CVD and mental health conditions can create a mutual interaction that worsens both
mental and CV health, leading to poorer outcomes.

3. Routine CV clinical practice lacks integrated, systematic and appropriate screening, evaluation,
communication, and management of mental health.

4, There is limited evidence on the best ways to communicate, promote, maintain, and improve mental health
and resilience in people with CVD and their family members.

5. The evidence base to guide practice in relation to the screening and management of mental health
conditions in people with CVD is limited.

G N

Mental health professionals

Nurses Cardiovascular

specialists

Other allied
professionals

Social workers

Primary care team

\ @ EsSc—

Increase awareness
and education

Mental cv
health health

Increase
screening

Increase
research

Mental health  Cardiovascular
conditions disease

\ 4

Implementation and testing of consensus-based guidance

006

ACTIVE Psycho-Cardio Stepped
principles team care approach

J Improved management and better outcomes
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What’'s new in DAPT



ORIGINAL ARTICLE

Aspirin in Patients with Chronic Coronary
Syndrome Receiving Oral Anticoagulation

G. Lemesle,"* R. Didier,>” P.G. Steg,**'° T. Simon,**!"* G. Montalescot,''*'¢
A l 'A I I ‘ I R IAL N. Danchin,*'” C. Bauters,"*** D. Blanchard,” C. Bouleti,*** D. Angoulvant,??%
S. Andrieu,” G. Vanzetto,” M. Kerneis," V. Decalf,” E. Puymirat,®!%?8

D. Mottier,%72%% A, Diallo,'2'%*** E, Vicaut,'»1¢3133 M, Gilard,>’
and G. Cayla,'**** for the AQUATIC Trial Investigators*

AQUATIC

Assessment of Quitting versus Using Aspirin Therapy In
“batients with Stabilized Coronaty arfery dis€ase aftef
stenting who require lofig-term oral anticoagulation

Investigator-driven, randomized, double-blind, placebo-controlled, multicenter trial



The problem: you cannot simultaneously prevent all three!

Stent thrombosis/MI J m
. DAPT IR

N

Major bleeding




AQUATIC design AQUATIC )

Patients on OAC (+/-SAPT)
History of stent implantation > 6 months
high atherothrombotic risk

Stratification

OAC and SAPT (Stratum A)

Randomization Randomization

OAC + Aspirin 100mg I OAC + Placebo \

Primary outcome: CV death, MI, stroke, systemic embolism, any coronary revascularization, acute limb ischemia
Key secondary safety outcome: Major bleeding events (ISTH classification)

OAC + Aspirin 100mg OAC + Placebo




AQUATIC DESIGN

Main Inclusion criteria Main Exclusion criteria

Long term OAC treatment + Stent

and
o : Recent coronary or bleeding event
High risk of atherothrombotic events: =ENkE0 , y &
PCl for ACS Haemorrhagic disease
glr, Stroke within 1 month
Any of these criteria Any hls,.tor.y of haemorrh:f\glc stroke
 Diabatas Contraindication to aspirin or OAC
- Chronic kidney disease Severe renal or hepatic insufficiency
- Peripheral artery disease Severe uncontrolled heart failure

- Multivessel coronary disease
- Complex PCI (Left main, CTO, 3 lesions...)
- History of stent thrombosis



Primary efficacy outcome X
CV death, M, stroke, systemic embolism, ACUALS |
any coronary revascularization and acute limb ischemia o

40%
e aHR 1.53 (95% ClI 1.07-2.18) p=0.019
£ 30% .
2 i
5 25%
S !
g 20% ] — wew  OAC + Aspirin
E 5 T
s R === OAC + Placebo
.g 10%—:
Q 5%
0 6 12 18 24 30 36 42 48
Time since randomization (months)
No. at Risk
OAC and placebo 439 386 340 278 238 183 129 58 2

OAC and aspirin 433 373 311 257 206 145 109 39 Bl



Secondary safety outcome: ISTH major bleeding

40%

35%

‘f J
30% ]
2 o25%-
v —
9 i
° 20%
o i
-} .
g 15% g
10% —

5% X
0

No. at Risk

OAC and placebo 437
OAC and aspirin 429

aHR 3.35(95% Cl 1.87 - 6.00) p <0.001

AQIIATIA
rilmwdi il oS

-t

=== OAC + Aspirin
=== (OAC + Placebo

S

6 12 18 24 30 36
Time since randomization (months)

387 345 289 248 192 139
367 307 257 206 149 109

42

64
40

48

w



All cause death

40%

35% -

30%
25% 7

20%

All-cause death

15%

10%

5%

No. at Risk

OAC and placebo 439
OAC and aspirin 433

aHR 1.72 (95% Cl 1.14-2.58)p=0.010

389
382

12 18 24 30 36

Time since randomization (months)

352 297 256 197 142
327 277 225 163 120

42

64
43

48

wem  OAC + Aspirin
w== OAC + Placebo



The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Aspirin in Patients with Chronic Coronary
Syndrome Receiving Oral Anticoagulation

G. Lemesle,'* R. Didier,>” P.G. Steg,**'° T. Simon,**!*3 G. Montalescot,'**!¢
N. Danchin,*'” C. Bauters,"*!* D. Blanchard,” C. Bouleti,?**! D. Angoulvant,#*
S. Andrieu,” G. Vanzetto,? M. Kerneis,* V. Decalf,” E. Puymirat,®!?

D. Mottier,57:2%3% A_ Diallo,'?'%3133 E_ Vicaut,'>'¢3133 M, Gilard,>”’
and G. Cayla,'**** for the AQUATIC Trial Investigators*

Stented patients on OAC should not receive long term aspirin
even if they are at high atherothrombotic risk



What’s new in heart failure



QDIGITHF

DIGIT-HF: Digitoxin in Patients with Heart
Failure and Reduced Ejection Fraction

Udo Bavendiek, MD
Department of Cardiology and Angiology, Hannover Medical School, Hannover, Germany



L'essai DIG (DIG Investigation Group, 1997) a montré une réduction des
hospitalisations pour aggravation de I'lC, mais un effet neutre sur la mortalité

A~
globale, et un signal de risque a des concentrations élevées de digoxine. 'DIGIT.HF
S

/ DIG trial

50 -

HF-Death or -Hospitalization i .
40 - e ks
Digoxin
— Placebo -------
30 1 -
) >
£ P<0.001 _~
(]
o 20 7 All-Cause-Mortality

Digoxin
Placebo -------

10 A P=0.80

0 4 8 12 16 20 24 28 32 36 40 44 48 52

Months

!Vorsening HFH: Risk Ratio 0.72 (0.66-0.79), p<0.00y

Bavendiek U, Bauersachs J, ESC Textbook of Heart Failure 2023
Adapted from DIG Invesigators NEJM 1997, 336:525

Potential benefit particularly if
- LVEF <25%

- NYHA LII/IV

- Digoxin 0.5-0.9 ng/ml

Digoxin > 1.0 ng/ml
- association with worse outcomes

Digitoxin

- more stable serum concentrations
even if worsening renal function

- no clinical trials of appropiate size

Rathore SS et al., JAMA 2003, 289:871
Belz GG, Eur J Clin Invest 2001, 31(2):10
Gheorghiade M et al. , EJHF 2013, 15:551 SR | Federal Ministry

With funding from the:

Digitoxin présente des avantages pharmacocinétiques : €limination hépatiqgue complémentaire (entérohépatique), moins
dépendante de la fonction rénale, ainsi qu’une stabilité de concentration plus élevée



Study design and recruitment 'N\DIGIT_HF
4

investigator-initiated, multicentre, randomized, double-blind, placebo-controlled, event-driven phase IV trial
investigating wether digitoxin improves outcomes in patients with heart failure and reduced ejection fraction

Randomization of 1240 patients (05/2015 — 09/2023, LPLV 29.11.2024,
55 sites: Germany 89%, Austria 3%, Serbia 8%)

Intention to treat population: n=1212 (at least one dose of IMP)

N =613 Digitoxin + SOC

Starting: 0.07 mg PO OD (DTX target serum concentration 8-18 ng/ml)
at 6 weeks post randomization: DTX serum concentration and DTX
dose titration (0.05, 0.07, or 0.1 mg PO OD)

N =599 Placebo +SOC

Follow-Up every 6 month after randomization

Sample size calculation based on estimation
- at initial trial design: n=2190
- after trial extension 2019: n=1653

With funding from the:

y v_ 9 AR 1 Federal Ministry



Prespecified Subgroups for Primary Outcome Il
Treatment effect of digitoxin appeared to be consistent

Group

All patients
ICD therapy
Yes

No

CRT therapy
Yes

No

MRA

Yes

No

ARNi

Yes

No

SGLT2i*

Yes

No
Triple therapy
Yes

No

Quadruple therapy*

Yes
No

Digitoxin

Placebo

no. of patients with events/total no. (pct)

242 /613 (39.5)

179 /415 (43.1)
63 /198 (31.8)

84 /162 (51.9)
158 / 451 (35)

166 / 466 (35.6)
76 /147 (51.7)

81/248(32.7)
161 / 365 (44.1)

24 /121(19.8)
32/98(32.7)

159 /436 (36.5)
83 /177 (46.9)

20/ 101 (19.8)
36/ 118(30.5)

264 /599 (44.1)

162 / 364 (44.5)
101/ 234 (43.2)

65 / 144 (45.1)
198 / 453 (43.7)

189 /458 (41.3)
75 /141 (53.2)

83/231(35.9)
181 /368 (49.2)

32 /113 (283)
36 /96 (37.5)

178 /422 (42.2)
86 /177 (48.6)

28/99 (28.3)
40/110 (36.4)

Hazard Ratio (95% Cl)

0.2

0.5

Digitoxin Better

Placebo Better

0.82 (0.69 - 0.98)

0.94 (0.75-1.16)
0.57 (0.41-0.80)

1.03 (0.73-1.45)
0.72 (0.58 - 0.90)

0.82 (0.67-1.02)
0.97 (0.68-1.38)

0.80 (0.58-1.11)
0.84 (0.67 - 1.05)

0.70 (0.40-1.23)
0.59 (0.34 - 1.04)

0.81 (0.65 - 1.01)
0.89 (0.64-1.23)

0.77 (0.41-1.42)
0.64 (0.39-1.07)

—— -

TOGETHER WITH
mam - =

Ahd 11

QDIGIT-HF

<:I Triple therapy

<:I Quadruple therapy

With funding from the:

@ Federal Ministry
of Research, Technology
[ Y and Snara



Death from any cause or first hospitalization for heart failure

Hazard Ratio 0.82 (0.69 to 0.98)

100 - p - 0.03
90
S
@ 70 —
O
o
=
= 50 - Placebo
e
- 40 —
=
=
g 30 Digitoxin
o 20 —
10
0 1 | 1 1 1 I 1 1 1
0 12 24 36 48 60 72 84 96 108
Months
No. at Risk
Placebo 599 421 309 234 184 126 78 47 24 4
Digitoxin 613 460 346 276 208 144 92 55 25 3




100 -
00 -
80 4

Cumulative Incidence (%)
S
)

No. at Risk

Placebo 599
Digitoxin 613

Death from any cause *

Hazard Ratio 0.86 (0.69 to 1.07)

Placebo

Digitoxin

12 24 36 48 60 12 84 96
Months

485 370 29 29 162 103 60 29
507 398 317 239 12 113 70 28

|
108

First hospitalization for heart failure

100 -
90 -
80 -
704
60 ~

Cumulative Incidence (%)
&
L

Hazard Ratio 0.85 (0.69 to 1.05)

Placebo

Digitoxin

104
0
0
No. at Risk
Placebo 599
Digitoxin 613

1 | | | |

|
12 24 38 48 60 72 84 9% 108

Months

421 309 234 184 126 8 47 24 1
460 346 276 208 1M 92 55 25 3

*<0.001 for noninferiority (hazard ratio margin 1.303)

With funding from the:




Conclusion i“DIGIT_HF

* Digitoxin reduced the risk of a composite of all-cause death and hospital
admission for worsening heart failure among patients with HFrEF receiving a
well-implemented guideline-recommended medical therapy.

* These findings appeared to be consistent among all pre-specified subgroups,
including patients treated with ARNI and SGLT2-inhibitors.

* Treatment with digitoxin appeared to be safe in contradiction to previous
nonrandomized studies or post-hoc analysis claiming harmful effects of cardiac
glycosides in heart failure with and without atrial fibrillation.

* These data support the use of digitoxin in patients with heart failure and
reduced ejection fraction.



What’s new in cardiac
arrhythymias?



The ALONE AF randomized trial

JAMA

Kim D, Joung B, et al, for the ALONE-AF Investigators

Long-Term Anticoagulation
Discontinuation After Catheter Ablation for
Atrial Fibrillation

The ALONE-AF Randomized Clinical Trial

Published online August 31, 2025
ESC (European Society of Cardiology) Congress

Scan to read the article

Available at jama.com

@ samA Network



Background: Current guidelines (long-term OAC after AF ablation)

D saand e mm mm' R

Continuation of oral anticoagulation is
recommended for at least 2 months after AF
ablation in all patients, irrespective of rhythm
outcome or CHA,DS,-VA score, to reduce the risk of
peri-procedural ischaemic stroke and
thromboembolism.

Continuation of oral anticoagulation is IC o
recommended after AF ablation according to the

patient’s CHA,DS,-VA score, and not the perceived

success of the ablation procedure, to prevent

ischaemic stroke and thromboembolism.

2024 ESC Guidelines. EHJ 2024

In patients who have undergone catheter
ablation of AF, oral anticoagulation should be
continued for at least 3 months after the
procedure with a longer duration determined
by underlying risk.

In patients who have undergone catheter
ablation of AF, continuation of longer-term
oral anticoagulation should be dictated

according to the patients’ stroke

risk (eg, CHA,DS,-VASc score >2).

2023 AHA Guidelines. Circ 2023



Objective

* To compare the primary composite outcome (including stroke, systemic
embolism, and major bleeding) of therapy with and without direct oral
anticoagulant (DOAC) in patients without documented atrial arrhythmia
recurrence following AF ablation.

* The primary hypothesis was that discontinuing DOAC therapy would
decrease the risk of net primary outcomes compared to continued
DOAC therapy in patients without apparent atrial arrhythmia recurrence
for at least 12 months post-AF ablation.



) ) AnticoaguLation ONE year after ablation of atrial fibrillation in
ALONE Trial Design patients with Atrial Fibrillation

Catheter ablation for AF

l Prospective multicenter RCT

At least two 24-72 hours Holter and ECG between 3 month after ablation and enrollment
: A 24-72 hour Holter/ECG is mandatory within the 2 months before the enroliment.

840 AF patients without recurrence for at least 12 months after ablation

Randomization by trial center 18 sites in Korea
v

Primary endpoint — composite outcome of stroke, systemic embolism, and major
bleeding at 2 years after randomization




Enrollment criteria

Inclusion criteria Exclusion criteria
1. Age between 19 and 80 years 1. Significant liver or renal disease
2. CHA,DS,-VASc score > 1 (male) or > 2 2. Requiring anticoagulation due to surgery with
(female) a mechanical prosthetic valve, moderate-to-
3. No recurrence of atrial arrhythmia at least 12 severe mitral stenosis, or deep vein
months after their first-time catheter ablation of thrombosis
atrial fibrillation, defined as an absence of 230 3. Significant structural heart disease (moderate-
seconds of atrial fibrillation, atrial flutter, or to-severe mitral regurgitation, severe valvular
atrial tachycardia in at least two 24—-72 hour regurgitation or stenosis, DCMP, or HCMP)

Active malignancy
Pregnancy or breast-feeding

Holter and electrocardiogram recordings
conducted beyond 3 months after the ablation
and before enrollment (with at least one 2472 Life expectancy < 1 year

hour Holter and electrocardiogram recording Refuse or enable to understand the written
mandatory within the 2 months preceding informed consent

Noyon A

enroliment)



Ischemic stroke or systemic embolism Major bleeding
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Conclusion

In this ALONE-AF involving AF patients without AF recurrence following
catheter ablation,

* discontinuing OAC was associated with a lower risk of the composite outcome (stroke,

systemic embolism, or major bleeding) versus continued OAC.
* The result appeared to be primarily driven by lower incidence of major bleeding events.

* The incidence of ischemic events appeared to be similar in the trial groups.
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Background — The U-shaped risk

POTCAST

Normal range

Risk of cardiac events / Risk of cardiac events

35 40 45 5.0

Plasma potassium concentration (mmol/L)




Backgli Background —The U-shaped risk
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Average plasma potassium
in cardiovascular patients

/ Risk of cardiac events
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Plasma potassium concentration (mmol/L)
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Background — The U-shaped risk

POTCAST

Effect of actively increasing plasma potassium
from low-normal to high-normal levels?

N

/ Risk of cardiac events

35 40 45 5.0

Plasma potassium concentration (mmol/L)
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Study design JQ\

POTCAST

POTCAST

Inclusion criteria Exclusion criteria >

’ * Plasma potassium <4.3 mmol/I * Renal function: eGFR <30 _\

g * ICD or CRT-D implanted * Pregnancy »
* Lack of ability to understand and

sign consent -+



Plasma potassium uptitration

POTCAST

* Potassium-rich diet guidance S
* Mineralocorticoid receptor antagonists g : i
] £ 44 High-normal potassium
* Potassium supplements = ] T
*  Potassium-losing diuretics reduced > 4 [ T O, O T I e
or stopped € 4 /7 : = |

3 /O plasma potassium: 0.3 mmol
v
wv 417

Uptitration duration, mean 85 days g
Q. 407
©

Plasma potassium increase ~ 0.3 mmol/L g il Control
©
Q.
: 38h t t t t t t t t t t t
8 0 6 12 18 24 30 36 42 48 54 60
=

Months after randomization



Composite end point

POTCAST

Hazard ratio, 0.76 (95% Cl, 0.61-0.95), p=0.01

Controls: 175 events

Cumulative incidence (%)
92
o
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Appropriate ICD therapy or ECG-documented sustained VT JQ\

POTCAST

20 Hazard ratio, 0.75 (95% Cl, 0.57-0.98)

Controls: 122

40 — = = = High-normal potassium: 92

Cumulative incidence (%)
Ul
o

Years
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Death (All causes) ,\](2\

POTCAST

so | Hazard ratio, 0.85 (95% Cl, 0.54-1.34)

Controls: 41

40 - - == High-normal potassium: 34

Cumulative incidence (%)
92
@)
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Heart failure hospitalization K2

POTCAST

3% | Hazard ratio, 0.64 (95% Cl, 0.37-1.11)

Controls: 33

40 - - == High-normal potassium: 21

Cumulative incidence (%)
U1
o




Arrhythmia hospitalization

POTCAST

8o - Hazard ratio, 0.63 (95% Cl, 0.42-0.93)

Controls: 64

 High-normal potassium: 40

Cumulative incidence (%)
Ul
o




Safety end points — Hospitalization for hypokalemia, hyperkalemia or renal failure

POTCAST

No deaths related to intervention Control

High-normal potassium

=N
o
o

Plasma creatinine increased ~ 4 umol/l in
the high-normal potassium group

sk
o
o

©

o
~

s

| L »
% o -¢

High-normal potassium group:

17 hospitalizations in 17 patients

Control group:

(o]
o

12 hospitalizations in 10 patients

(o]
o

0 6 12 18 24 130 136 42 48 54 60
HR, 1.75 (95% Cl, 0.80 to 3.82), p=0.16 o
Months after randomization

Mean plasma creatinine level (umol/l)
3
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Conclusions J@\

POTCAST

* The intervention increased plasma potassium levels by ~0.3
mmol/l - which was maintained for the duration of the trial

* The primary composite endpoint was reduced by 24% - mainly
driven by ventricular arrhythmia

* No significant differences were seen in hospitalizations for renal
failure and eletrolyte disturbances between the two groups
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