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La “migliore terapia” per la prevenzione del

rischio tromboembolico nel paziente con FA |
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Management cascade for patients with

Treatment I)%sEed outcome Patient benefit

Acute rate and Hemodynamic stability

rhythm control

Cardiovascular risk

Precipitating factors: Improved life

: reduction expectancy
lifestyle changes,
treatment of underlying cardiovascular
Assess stroke risk: Stroke prevention
oral anticoagulation if needed
Improved
quality of life,
functional
capacity
Assess symptoms and :
comorbidities: rhythm control Symptoms improvement,
(antiarrhythmic drugs comorbidities prevention

cardioversion, TC ablation)
ESC 2016 AF guidelines




AFFIRM: Total Mortality (at 5 years)

Rate control vs Rhythm control

Rate control + TAO ys Rhythm control with AAD +/- TAO

4060 pts,

Age 69.719 years
528 pts (13%) > 80y

Rhythm control
Therapy

(Antiarrhythmic drugs) T -

Rate
control
Therapy

-70.8% Hypertension
-38.2% Ischemic

-| EF 26%

-1 Left atrium  64,7%

Cumulative Mortality (%)

Years

No. oF DEATHS number (percent)

Rhythm control 175 (9) 257 (13) 314 (18) 352 (24)
Rate control 148 (7) 210 (11) 275 (16) 306 (21)

Mean FU: 3,5y
New Engl. J. Med 2002;347:1825-1833




AFFIRM o Circulation 2004; 109:1509
Covariates associated to survival:

Covariate p HR

Warfarin <0.0001 0.50

Warfarin | of about 50 % risk of death




Management of
anticoagulation therapy




Congestive heart failure |
Hypertension |
Age > 75 years | ESC 2010
Diabetes mellitus |
Iﬁ‘,xge%ed ls{ttrok %te per 1 002[)1‘8/){ Recommanded
rior Stroke or, .
without antithrombotic therapy

antithrombotic therapy

Using CHADS Score

20,0- 18.2 CHADS2 Antithrombotic
18,01 | score therapy
16,0 N
14,0- 12.5 B >2 Oral Anticoagulation
12,0 —
10,0- — 1 Either OAC or
8,0 N o o
6.0 — 5.9 L aspirin 75-325 mg.
::g: 1,9 L Aspirin 75-325 mg
0,0- . . . . ,

1 2 3 4 5 6

LOW MODERATE
Gage, JAMA 2001; 285:2864-2870 ACC/AHA/ESC AF Guidelines 2010




DABIGATRAN
150 bid or 110 bid

APIXABAN
5 bid or 2.5 bid

RIVAROXABAN
20 or 15 od

EDOXABAN
30 or 60 od

Mean
CHADS

Bioavailability

5-9 h young
11-13 h elderly

2-4h

80% renal

25% renal
75% biliary

60%b renal
33%o biliary

40% renal

P-gp competition
CYP3A4 inhibition

Amiodarone (1)
Quinidine (1)
Verapamil (1)

Diltiazem (1)
Ketoconazolo(7)

Ritonavir(?1)
Ketokonazole(1)
Quinidine(1)

Quinidine(1)
Verapamil(1)




NON VALVULAR AF: ANNUAL THROMBOEMBOLIC RISK
No Treated vs Warfarin vs New Oral Anticoagulants

o
10% . % Expected Stroke/y w/o therapy
(data from 138691 AF pts)

- % Stroke/y in Warfarin

- % Stroke/y in New Oral Anticoag

156

0

1.18

CHADS2 |l cHADS2 [} cHADS2 [l CHADS? |

Dabigatran Dabigatran Rivzroxab  Apixaban Edo»:aban Edox:ban
150 110 an ARISTOT RI)
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10%

5%

Direct Oral anticoagulation: ANNUAL MAJOR BLEEDS RISK
Warfarin vs

3.36%
3.11%

Dabigatran
150
RELY

3.36%

2.711%

Dabigatran
110
RELY

- % Major bleeds /y in

Warfarin
% Major bleeds /y in New Oral

Anticoag

3.40% 3-60% 3.43% 3.43%

2.75%

3.09%

2.13%
1.61%

Rivaroxab Apixaban Edoxaban Edoxaban
an ARISTOT 60 R]|)

ROCKET- LE ENGAGE ENGAGE
AK




Expected stroke rate per 100 pt/y, without antithrombotic therapy

FROM TO CHA2DS2VASC
CHADS2

16.0 - 15:2=2376
20,0- ’
’ 18,2 ] —
18,0- — 14,0
16,0 — 12,0 - | |
14,0 12,5 | 10,0 1 ]
12,0- ] 6.7-15.2 )
’ 8,0 .
10,0 I - _
8,0 59 — 607 3259 493
6,0- P ] 4,0 2237
- > — —
g 1,9 2,0 7Moo | A3
2.0- 0.0 L= il [Em NN _
0 0_ T T T T T 7 ’
’ 0 1 3 4 5 9
0 1 2 3 4 5 6 LOW MODERE&TE
LOW MODERATE

Gage, JAMA 2001; 285:2864-2870 ESC GL for the Management of AF 2010




Risk Categorization for CHADS2 Score and CHA2DS2 VASc
Score:

Euro Heart Survey pts who did not receive OAC at baseline
In
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Actrial fibrillation

Valbvular AF*

<65 years and lone AF {(including females)

Assess risk of stroke
(CHA DS _-VASc score)

Oral anticoagulant therapy

Assess bleeding risk
{(HAS-BLED score)
Consider patient values
and preferences

Nao antithrombotic NOAC
therapy

2012 Update of the ESC AF Guidelines




0
no treatment
(I1IB)

CHA2DS2-VASc
Male: 0

Female: 1 CHA2DS2-VASc

Male: 1

Female: 2

ESC AF Guidelines 2016

yes

\4

Vitamin K

Antagonist
(IA)




yes

0

l

no treatment Oral 2}Ilfil.cmlg:latlon
(IIIB) indicate
CHA2DS2-VASc )
Male: 0 CHA2DS2-
Female: 1 VASC " ‘
P
Male: 1 . =i
Female: 2 Dlrect oral Vitamin K
anticoagulants Antagonist
(IA) (IA)

ESC AF Guidelines 2016




Comparison of the efficacy and safety of new oral >@"k ™

anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

STROKE OR SISTEMIC EMBOLISM

NOAC (events) Warfarin (events) RR(95%C)

RE-LY®* 134/6076 199/6022 0-66(053-082) 00001
ROCKET AFt 269/7081 306/7090 088(0751:03) 012
ARISTOTLE': 212/9120 265/9081 0-80(0-67-095) 0012
ENGAGEAF-TIMI 48% 296/7035 337/7036 0-88(075-1:02) 010

(

(ombined (random) 01129312  1107/29229 0-81(073-091) <0-0001

‘_

Favours NOAC Favours warfarin

Ruff CT et al Lancet 2014




Comparison of the efficacy and safety of new oral >@"k ™

anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

MAJOR BLEEDING

NOAC(events)  Warfarin (events) RR (95% 1)

RE-LYs* 375/6076 397/6022 094(082-107) 034
ROCKET AF®t 3957111 386/7125 103 (090-118) 072
ARISTOTLE': 327/9088 462/9052 071 (061-081)  <0-0001
ENGAGEAR-TIMI 48% 444J7012 557/7012 080(071-090)  0-0002
(

Combined (random) 1541/29287 1802/29211 0-86(073-1.00) 006

Favours NOAC Favours warfanin

Ruff CT et al Lancet 2014




Comparison of the efficacy and safety of new oral = SR ™
anticoagulants with warfarin in patients with atrial o
fibrillation: a meta-analysis of randomised trials

SECONDARY EFFICACY AND SAFETY OUTCOMES

Pooled NOAC Pooledwarfarin RR (95% (1)
(events) (events)

Efficacy
Ischaemic stroke 665/29292 724/29221 - 0-92(0-83-1-02) 0-10
Haemorrhagic stroke 130/29292 263/29221 0-49(0-38-0-64)  <0-0001
Myocardial infarction 413/29292 432/29221 0.97 (078-120) 077
All-cause mortality 2022/29292  2245/29221 0-90 (0-85-0-95) 0-0003

Safety

Intracranial haemorrhage  204/29287  425/29211 0-48(0-39-059)  <0-0001
Gastrointestinal bleeding  751/29287 5§91/29211 1.25 (1.01-1.55) 0-043
[
02 : 2
—>

Favours NOAC Favourswarfann

Ruff CT et al Lancet 2014




AHA/ACC/HRS Guidelnes for the Mangement of patients with AF

Circulation 2014

)
No treatment
(IIaB)

>2

Oral anticoagulation
indicated

N

Direct Oral Vitamin K
Anticoagulants Antagonist

(IB) (IA)




OAT AF ABLATION




[ Management cascade for patients with J

Treatment I)‘%srred outcome Patient benefit

Acute rate and

Hemodynamic stability
rhythm control

Precipitating factors: Cardiovascular risk Improved life
lifestyle changes, reduction expectancy
treatment of underlying cardiovascular
Assess stroke risk: oral
anticoagulation if needed
Improved
quality of life,
functional
capacity
Assess symptoms and
comorbidities: rhythm control Symptoms improvement,
(antiarrhythmic drugs, comorbidities prevention

cardioversion, TC ablation)

ESC 2016 AF guidelines




AFFIRM: Total Mortality (at 5 years)

Rate control vs Rhythm control

Rate control + TAO ys Rhythm control with AAD +/- TAO

4060 pts,

Age 69.719 years
528 pts (13%) > 80y

Rhythm control
Therapy

(Antiarrhythmic drugs) T -

Rate

- 0 I
70.8% Hypertension control

-38.2% Ischemic
-| EF 26%
-1 Left atrium 64.7%
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21% pts treated with:
Procainamide, Disopiramide, 2 (24)
Chinidine, Morizine




AFFIRM o Circulation 2004; 109:1509

Covariates associated to survival:
Covariate p HR

Warfarin <0.0001 0.50

Warfarin | of about 50 % risk of death

Sinus Rhythm <0.0001 0.53

Sinus rhythm | of about 50% risk of death

RS or Warfarin
} of about 50 %

risk of death; if both of them a risk | of 73 %




ROCKET AF Trlal patleutsgurollme_nt 14264 pts

\'\

Rivaroxélban'vérsus Warfarin in Nonvalvular Atrial Fibrillation




Physician’s choice of rhythm control

Out of 14.264 ROCKET-AF pts

4 4

Paroxysmal AF Persistent AF
2802 (20%) 11462 (80%)
Rhyth1;1/ control Rhytil/m control

176 pts (6,3%) 154 pts (1,3%)

(cardioversion or ablation) (cardioversion or ablation)

Piccini JP; J Am Coll Cardiol 2013




Mortality: rate vs. rhythm control

Population-based administrative databases from Quebec
(Canada) from 1999 to 2007 to select patients 66 years or older

Lower Mortality With Rate Control
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Lower Mort8lity With Rhythm Control

26,130 patients

Treatment 1 2 3 4 5 6 7
Initiation

o
o

Years Since Initiation of AF Treatment

lonescu-Ittu Arch Intern Med 2012




Circulation 2012;126:2680-87
57518 aF Quebec pts, aged > 65 y, mean CHADS?2 2 (1999-2007)

Less incidence of stroke/TIA in rhythm control
5%

| 41(3.2-5.4)%
n
ci RRR 25 % L] ‘ Expected‘
0 2. 920/0
I - 41193 pts
% I
Rate control tx

beta blockers 57 %)

16325 pts
Rhythm control tx. Only AADs

class I11 82%, Ic 15 %)

0 I

CHADSZ >2

d
e
n
C
e
p
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|
0
0
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What is the thromboembolic risk
after AF ablation?




AADs for AF

(~1 year F-up)

100 -
90 g Efficacy
80- Bl Side effects 72
707 (5 60,6
& 60- 54,6 <
5 48,7 -—
O 501 | &=
3
O 40- 34,1
26,4
301 21,8 24,1 22
201
10
0 — T T T T
Quinidine Flecainide Amiodarone

AF ablation
(~1 year F-up)
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Gaita F. Heart Rhythm 2005




Original Investigation

Radiofrequency Ablation vs Antiarrhythmic Drugs as First-Line

Treatment of Paroxysmal Atrial Fibrillation (RAAFT-2)
A Randomized Trial

Carlos A. Morillo, MD, FRCPC; Atul Verma, MD, FRCPC; Stuart J. Connolly, MD, FRCPC; Karl H. Kuck, MD, FHRS:; Girish M. Nair, MBBS, FRCPC;
Jean Champagne, MD, FRCPC; Laurence D. Sterns, MD, FRCPC; Heather Beresh, MSc; Jeffrey S. Healey, MD, MSc, FRCPC;

Andrea Natale, MD:; for the RAAFT-2 Investigators

Figure 2. Kaplan-Meier Curves of Time to First Recurrence of Any Atrial Tachyarrhythmias (A) and Time to First Recurrence of Symptomatic Atrial

Tachyarrhythmias (B)

E] Primary efficacy outcome

1.0

0.8+

0.64 Antiarrhythmic drug

0.4+ Radiofrequency catheter ablation

Cumulative Hazard Rate

0.2
HR, 0.56, 95% Cl, 0.35-0.90, P=.02

0.0

0 182 273 364 455 546 637 728
Follow-up Since Randomization, d
No. at risk
Antiarrhythmic drug 61 35 25 21 18 17 17 12
Radiofrequency catheter 66 46 39 32 30 28 27 18
ablation

Time to first recurrence of symptomatic atrial tachyarrhythmias

Cumulative Hazard Rate

1.0+

0.84

0.6

0.4

0.2

0.0

Antlarrhythmic drug

Radiofrequency catheter ablation

HR, 0.56, 95% Cl, 0.33-0.95, P=.03

0

182 273 364 455 546 637 728
Follow-up Since Randomization, d

40 32 28 25 24 24 18
50 47 38 36 34 33 23

Tachyarrhythmias include atrial fibrillation, tachycardia, and flutter. HR indicates hazard ratio.
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1500 patients — mean CHADSVASC 2.4

*Group A: permanent AF+ VKA *— 500 pts
*Group B: AF ablation — 500 pts
*Grou C: AF ablation + VKA *— 500 pts

*FOR CHADSVASC 2
2

Follow up S years

Gaita et al JCM 2016; 17: 187




Thromboembolic or Haemorragic events/ 100 pts/ year

20/, Thromboembolic events

Haemorragic events

CHADSVASC =2
0,5% 0,5%
0,37% 0,27% 0,32%
0
0%
Group A Group B Group C
permanent AF ablation abl + VKA

+ VKA




TE event rate following AF ablation vs oral anticoagulation:
a Metanalysis

46 studies, 387379 AF pts, mean FU 2,4y
MEAN CHADS 2

%

Stroke rate/100 pts/ year

42 281595 pts WARFARIN

3,5 - RRR 41%
2.09%

3 -
2,5 1 ‘

2 7 1.24%
5 | &

0.6%

RRR 52%

50973 pts AF

Gaita et al. Data submitted

0,5 7




TE event rate following AF ablation vs oral anticoagulation
according to CHADS score

% WARFARIN - AF ABLATION

10 -
9 -
8 -
7 -
6 ] 4.19%
5 -
4 A
3 1.85% 1.71% 2:21%
7] ()
1.39% 1.25%
2 0.79% 0.38%
e B oo B B
O -
CHADS 1 CHADS 2 CHADS 23

Gaita et al. Data submitted




Bleeding event rate
following AF ablation vs oral anticoagulation

WARFARIN - AF ABLATION

5.47%

2.31%

prl = 4

Major bleeds

Gaita et al. Data submitted




Conclusions

Oral anticoagulant therapy is the first
therapeutical step in the TE risk prevention

Synus rhythm maintenance by means
of TC ablation reduce TE RR of about 50%




Conclusions

In pts with CHADS2 0-1
the best therapy to reduce TE risk is
AF ablation without OAT

In pts with CHADS2 > 2
the best therapy to reduce TE risk could be
AF ablation associated with OAT




Thank you for your attention
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