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Fgure 2. Projected Number of Adults With Atrial Fibrillation in the United States Between
1925 and 2050
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Flgure 2. Prevalence of Dlagnosed Atral Fibrillation Stratifled by Age and Sex
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Efecto de FA

Table 3 Cardiovascular morbidity and mortality
associated with atrial fibrillation

Event Association with AF

R MorTG | I d d d Dreath Increased mortality, especially cardiovascular
mortality due to sudden death, heart failure or
» |Ctus stroke.
, - . 7 Stroke 20=30% of all stroke d AF. A growing
ot HOSpITG'IZCICIOﬂ mmbe*nfpaﬁenﬂ:ri:ﬂim;:nm&wmdm
. . ‘silent’, paroxysmal AF.
= CO“dOd de VIdO Hospitalizations | |0=40% of AF patients are hospitalized every year
» Disfuncion ventricular Quality of ife | Quality of e is impaired in AF patients independent
of other cardiovascular conditions.
» Deterioro cognitivo Left ventricular | Left ventricular dysfunction is found in 20-30% of al
dysfunction and | AF patients. AF causes or aggravates LV dysfunction
heart failure in many AF patients, while others have completely

preserved LY function despite long-standing AF.

Cognitive decline | Cognitive decline and vascular dementia can
and vascular develop even in anticoagulated AF patients.
dementia Brain white matter lesions are more commaon in
AF patients than in patients without AF.

AF = atrial fibrillation:; LY = laft ventricular.
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Silent AF

= Screening FA

Patient without known AF presenting with atrial high rate episode
(AHRE, >5-6 min and >180 bpm) detected by an implanted device

v

4(Assess eligibility for oral anticoagulation using CHA,DS,-VASc score

v

Verify presence of AF by ECG documentation
e.g. resting ECG
Ambulatory ECG recorder
Patient-operated devices
Review device electrograms (if available) to determine whether it is AFJ

-,

-

Stroke risk low

No AF detected AF detected

v

Consider patient characteristics
(e.g. stroke risk score)  f-""7--7-- !
and patient preference
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Figure 3. Time to first detection
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of atrial fibrillation among

participants undergoing intermittent ECG registrations.

Diagnostic yield of different ECG screening techniques
for paroxysmal or silent atrial fibrillation

p

8760/8760 hrs (100%) monitored, continuous
6/8760 hrs (0.06%) monitored, 365 periods
336/8760 hrs (4%) monitored, two periods
144/8760 hrs (2%) monitored, six periods
24/8760 hrs (0.2%) monitored, one period

Implanted device (100%)

Daily short-term ECG (0.06%)
Two 7-day Holters (4%)

Six 24h Holter ECGs (2%)
One 24h Holter ECG (0.2%)
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& Risk of Clinical Atrial Tachyarriythmias

ORIGINAL ARTICLE ||

Subclinical Artrial Fibrillation
and the Risk of Stroke

Jeff 5. Healey, M.D., Stuart J. Connclly, M.D., Michael R. Gold, M.D.,
Carsten W. Israsl, M.Dv, Isabelle C. Van Gelder, M.,
Alessandro Capucci, M.D., C_P. Lau, M.D., Eric Fain, M_.D_, Seamn Yang M.Sc,
Christophe Bailleul, M.Ov, Carlos A, Maorillo, M.D., Mark Carlson, M.,
Ellison Themeles, M.5c., Elizabeth S. Kaufmamn, M.D-,
and Stefan H. Hohnloser, M.D., for the ASSERT Investigators®

N Engl J Med 2012;366:120-9.

Table 2. Clinical OQutcomes Oceurring after the 3-Menth Visit, According to Whether Subelinical Atrial
Tachyarrhythmias Were or Were Mot Detected between Enrcliment and the 3-Month Visit.
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Figure 1. The Risk of Cinical Atrial Tachyasrhrythmias and of |schemic Stroke or Spstemic Embolism, &ccording
to the Presence or Absence of Subclinical Atrial Tachyarrhy thmias.

Panel & shows the risk of electrocardicgraphically documented clinical atrial achyarthythmias after the 3.month wisit
according 1o whether subclinical atrial tachyarrhy thmias were or wers not detected betwesn enrcliment and the
Y.maonth visit. Panel B shows the risk of ischemic stroke or systemic embolism after the 3-month visit, according to
whether subclinical atrial tachyarrhy thmias were or were not detected betwesn enrollment and the 3-month wisit.
The insets shiow the same data on an =nlarged y mis.

Clinical Outcome

Ischemic stroke or systemic embolism®*
Ischemic stroke
Systemic embolism

Myocardial infarction

Death from vascular causes

Stroke, myocardial infarction, or death
from vascular causes

Hospitalization for heart failure

Clinical atrial fibrillation or flutter on
surface electrocardiogram

Subclinical Atrial Tachyarrhythmias
between Enrollment and 3 Months

Present
(N=261)
no. of
events  Fofyr
11 1.69
10 1.54
1 0.15
7 1.07
19 2.92
29 4.45
20 3.07
41 6.29

Absent
(N=2319)
no. of
EVEMLS W
40 0.e9
i6 062
4 0.07
i5 0.67
153 2.62
206 3.53
131 2.24
7l 1.22

Hazard Ratio with Subclinical
Atrial Tachyarrhythmias

(95% CI) P Value
2.49 (1.28-4.35) 0.007
.CIS} 0.01
2.24 (0.25-20.10) 0.47
1.52 (0.68-3.42) 031
1.11 (0.69-1.79) 0.67
1.25 (0.85-1.84) 0.27
1.36 (0.85-2.19) 0.20
Gass 378%17) <0.001

#* Five cases of confirmed stroke for which the cause (ischemic or hemorrhagic) was undetermined are included. All five
cases occurred in the group of patients who did not have an episede of subclinical atrial tachyarthythmia between

enrollment and & months.




Characteristic/comorbidity

Genetic predisposition (based on multiple common
gene variants associated with AF)

Association with AF

HR range 0.4-3.2

Older age
50-59 years
60-69 years
70-79 years
80-89 years

Hypertension (treated) vs. none

Valvular heart disease vs. none

Myocardial infarction vs. none

HR:
1.00 (reference)
4.98 (95% CI 3.49-7.10)
7.35 (95% CI 5.28-10.2)
9.33 (95% CI 6.68-13.0)

Chronic obstructive pulmonary disease

>809
FEV1 280% Ls @ .

FEV1 60-80%
FEV1 <60%

RR:
1.00 (reference)
1.28 (95% CI 0.79-2.06)
2.53 (95% CI 1.45-4.42)

Obstructive sleep apnoea vs. none

HR 2.18 (95% CI 1.34-3.54)

HR 1.32 (95% CI 1.08-1.60)

HR 1.43 (95% CI 0.85-2.40)

Heart failure vs. none ﬁ“

RR 2.42 (95% CI 1.62-3.60)

Chronic kidney disease

OR:

HR 1.46 (95% CI 1.07-1.98)

Thyroid dysfunction
Hypothyroidism
Subclinical hyperthyroidism
Overt hyperthyroidism

(reference: euthyroid)
HR 1.23 (95% CI 0.77-1.97)
RR 1.31 (95% CI 1.19-1.44)
RR 1.42 (95% CI 1.22-1.63)

None 1.00 (reference)
Stage 1 or 2 2.67 (95% CI 2.04-3.48)
Stage 3 1.68 (95% CI 1.26-2.24)
Stage 4 or 5 3.52 (95% CI 1.73-7.15)
Smoking HR:
Never 1.00 (reference)
Former 1.32 (95% CI 1.10-1.57)
Current 2.05(95% CI 1.71-2.47)

Obesity (body mass index)
None (<25 kg/m?2) ﬁ &
Overweight (25-30 kg/m?2) g S

Obese (231 kg/m?2)

HR:
1.00 (reference)
1.13 (95% CI 0.87-1.46)
1.37 (95% CI 1.05-1.78)

Alcohol consumption
None
1- 6 drinks/week
7-14 drinks/week
15-21 drinks/week
>21 drinks/week

RR:

.00 (reference)

.01 (95% CI 0.94-1.09)
.07 (95% CI 0.98-1.17)
.14 (95% CI 1.01-1.28)

1
it
1
1
1.39 (95% CI 1.22-1.58)

Diabetes mellitus vs. none

HR 1.25 (95% CI 0.98-1.60)

Habitual vigorous exercise
Non-exercisers
<1 day/week
1 -2 days/week
3—4 days/week
5-7 days/week

RR:

.00 (reference)

.90 (95% CI 0.68-1.20)
.09 (95% CI 0.95-1.26)
.04 (95% CI 0.91-1.19)
2

1
0
1
1
1.20 (95% CI 1.02-1.41)




Treatment

Acute rate
and rhythm
control

Manage

recipitatin
P facl?‘.ors ¢

Assess stroke

Assess heart
rate

Assess
symptoms

Oral anticoagulation in
risk patients at risk for stroke

Tratamiento FA

Desired outcome

Haemodynamic stability

Cardiovascular risk
reduction

Stroke prevention

Symptom improvement,
preservation of LV function

Symptom
improvement

* Central role in care process

* Patient education

* Encouragement and empowerment
for self-management

* Advice and education on lifestyle
and risk factor management

+ Shared decision making

* Informed, involved,
empowered patient

* Phycisians (general physicians,
cardiology and stroke AF
specialists, surgeons) and allied
health professionals work in a
collaborative practice model

* Efficient mix of communication
skills, education, and experience

* Working together in a
multidisciplinary chronic AF
care team

Patient benefit b : First maze surgery
N VKA superior to aspirin for AF treatment
. for stroke prevention in published
1 AF
PVI can suppress AF
A:FE:”':RBZ ;;r_Tvent RF based maze
QQQ ST e maintains SR after
¥ Rate control not inferior to rhythm control cardiovascular
VKA reduces stroke in surgery
ARBs prevent AF in AF by 2/3 PVI maintains SR
hypertension & LVH w— better than
& imelagatran as . .
'&g eliective i VIGA - antiarrhythmic drugs
Amiodarone not
superior to rate
-al in heart Dronedarone
lure improves outcomes
AlNageITIc in non-permanent AF
ate control AF ablation
10} Outcomes at 12 Months in Unmatched Groups
i - . _ . a -
(1 ey Outcome AT Clinic (n=185) Usunal Care (n=228) Odds Ratio (95% CI) PValue
e Clinical decision st Death. CV hospitalization, AF-related ED visit 34 (18.4%) 65 (285%) 057003509 0.017
* Checklist and com Death from any cause 0 (0%) 4(1.8%) n'a 0.134
* Used by healthcart ., . 1ization 11(6%) 20 (3.8%) 0.66 (031, 141) 0.28
and patients N o i ) )
. Monitoring of ther AF-related ED visit 25(13.5%) 34(237%) 0.5(03,085) 0.01
and effectiveness  Stroke 4(2.2%) 8(35%) 0.61(0.18,2.05) 042
Major bleeding 0 (0% 3(13%) n'a 0.26
.. Minor bleeding 4(2.2%) 4(1.8%) 1.24{031.5.02) 0.77
* Navigation systen
decision makingi _ e .o
team AF indicates atrial fibrillation: CV. cardiovascular; ED emergency department; n'a, .

AF = atrial fibrillation; LAA = left atrial appendage.

* P-value calculated using Fisher's exact test. J Am Heart Assoc. 2016 Jan: 5(1): e002950.
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CHA,DS,-VASc risk factor

Congestive heart failure
Signs/symptoms of heart failure or objective evidence of reduced left-
ventricular ejection fraction

Points

ANTICOAGULANTES

Recommendations

Class | Level

The CHA,DS,-VASc score is recommended for stroke risk prediction in

patients with AF.

Bleeding risk scores should be considered in AF patients on oral
anticoagulation to identify modifiable risk factors for major bleeding.

Biomarkers such as high-sensitivity troponin and natriuretic peptide
may be considered to further refine stroke and bleeding risk in AF

patients.

Modifiable bleeding risk factors:

Hypertension (especially when systolic
blood pressure is >160 mmHg)

Non-modifiable bleeding risk factors:

Age (>65 years) (275 years)

History of major bleeding

Previous stroke

Hypertension 1 Labile INR or time in therapeutic range
Resting blood pressure >140/90 mmHg on at least two occasions or <60% in patients on vitamin K antagonists
current antihypertensive treatment Medication predisposing to bleeding, such
as antiplatelet drugs and non-steroidal anti-
Age 75 years or older 2 inflammatory drugs
Diabetes mellitus _ 1 Excess alcohol (28 drinks/week)
Fasting glucose >125 mg/dL (7 mmol/L) or treatment with oral ' - . .
hypoglycaemic agent and/or insulin :’Otentla"y modifiable bleed'ng risk
actors:
Previous stroke, transient ischaemic attack, or thromboembolism 2 :
Anaemia
Vascular disease 1 ’ .
Previous myocardial infarction, peripheral artery disease, or aortic plaque Impaired renal function
Age 65-74 years 1 Impaired liver function

Sex category (female)

Dialysis-dependent kidney disease or renal
transplant

Cirrhotic liver disease

Malignancy

Genetic factors

Biomarker-based bleeding risk factors:

High-sensitivity troponin

Growth differentiation factor-15

Reduced platelet count or function

Serum creatinine/estimated CrCl
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No antiplatelet g
or anticoagulant
treatment (Il1B) ( OAC should be

: 2 considered (11aB) :

Oral anticoagulation indicated
Assess for contra-indications
Correct reversible bleeding

nsk factors

LAA occluding devices
may be considered in
patients with clear contra-
indications for OAC (I1bC)

a Includes women without other stroke risk factors
bIIaB for women with only one additional stroke risk factor
¢IB for patients with mechanical heart valves or mitral stenosis

Crosc 0+ JRUYIS




Time from ACS
O—.

1 month—

3 months—

6 months—

12 months—]

lifelong

AF patient in need of OAC after an ACS ]

Bleeding risk low

compared to risk for ACS

or stent thrombosis

l

-
Triple therapy (IIaB)
.l |
\
>
Dual therapy (IIaC)
! [ [Adbr]
>
OAC monotherapy (IB)
[
\,

B oac M Aspirin ;

W

[ Bleedingrisk high |

Time from PCI
0_

1 month—

3 months—

6 months—

12 months—]

lifelong

[ AF patient in need of OAC after elective PCI with stent ]

Bleeding risk low

compared to risk for ACS

or stent thrombosis

l

:

Bleeding risk high

compared to risk for ACS

oor stent thrombosis

l

Triple therapy (IIaB) HHEMN

R

™S 7 =~
Dual therapy (IIaC)
Dual therapy (IIaC) o

[ Jadrd > <

\( < OAC monotherapy (IB)
Bl
OAC monotherapy (IB)
)
\, y, \
B oaCc | Aspirin 75-100 mg daily ] Clopidogrel 75 mg daily



MANEJO DE SANGRADO EN PACIENTE
CON ANTICOAGULACION ORAL




Recommendations Class | Level

Blood pressure control in anticoagulated patients with hypertension

should be considered to reduce the risk of bleeding. s =

When dabigatran is used, a reduced dose (110 mg twice daily) may be

considered in patients >75 years to reduce the risk of bleedina. 1Ib e

In patients at high-risk of gastrointestinal bl [ Patient with active bleeding
NOAC preparation should be preferred over ¥ .
daily, rivaroxaban 20 mg once daily, or edox ( Compress bleeding sites mechanically
*
Advice and treatment to avoid alcohol exces Assess haemodynamic status, blood pressure, basic
AF patients considered for OAC coagulation parameters, blood count, and kidney function
i v
. X o e ey Obtain anticoagulation history (last NOAC / VKA dose)
Genetic testing before the initiation of VKA t { [ l
recommended. [ VKA ] [ NOAC
Reinitiation of OAC after a bleeding event sh| ¢ l ! - ) [ =
eligible patients by a multidisciplinary AF tez [ D@y VKAuntl INR <2 nor
anticoagulants and stroke prevention interve y - - =
management of factors that contributed to b | Add symptomatic treatment: Add symptomatic treatment:
Fluid replacement Fluid replacement
In AF patients with severe active bleeding e\ ?loog ggang.fuswn ?'002 g;ancsl_fusion
= = rea eeding cause - rea eeding cause
interrupt OAC therapy until the cause of blee o gast,osi’opy) [ Moderate - Severe ] i gasmsé’opy)
Consider to add Consider to add oral charcoal
Vitamin K (1-10 mg) i.v. if recently ingested NOAC
\, / \, J/
Condd PtC d FFP B Consider specific antidote, or
: ONSIASr an PCC if no antidote available
Consider replacement .Of Consider replacement of
G platelets where appropriate . platelets where appropriate




Table 1. Clinical Charactesistics of the Patients.®
Croup & Group B Total ORIGINAL ARTICLE

Characteristic (H=51) (M =35 {M=50Y

Aege —yr
raedian 77.0 6.0 6.5 . .

Range a8 5683 an-3 Idarucizumab for Dabigatran Reversal

Male sex = no. (%} 12 (63) 18 {46} 50 (56}

Race ar ethnic group = ma. (%1 Charles V. Pollack, Jr., M.D., Paul A. Reilly, Ph.D., John Eikelboom, M.B., B.S.,
Aslam & 1) 1|3 B (7} Stephan Glund, Ph.D., Peter Verhamme, M.D., Richard A. Bernstein, M.D., Ph.D.,
Hawalian or Pacific Isknder 1 B} ENL ] & (7} Robert Dubiel, Pharm.D., Menno V. Huisman, M.D., Ph.D., Elaine M. Hylek, M.D.,
White 43 (B4} ELT ] TH (BF) Pieter W. Kamphuisen, M.D., Ph.D., Jérg Kreuzer, M.D., Jerrold H. Levy, M.D.,

Weight — kg Frank W. Sellke, M.D., Joachim Stangier, Ph.D., Thorsten Steiner, M.D., M.M.E.,
Kedian L] 710 73 Bushi Wang, Ph.D., Chak-Wah Kam, M.D., and |effrey |. Weitz, M.D.
Range 42.4-127% £9.5<116.0 42.4=127%

Creatinine dearance
Walse = mlmin

Mean $9:33 B5:3E ar:1%

Median LT i L1

Range 1B=187 11=11 11-187 A Concentration of Unbound Dabigatran in Group A B C ion of Unbound Dabigatran in Group B
Distribaution = nia. (%) 1500 1500

<30 mlfemin 5 (10 T (18 12 {13} 1000 1000 .

300 s <50 ol fmin 14 (27 £ (L5} 20 {22} 2007 00

500t <80 ml{min 18 (31} 11 f28) 27 (3} ]

w80 mlmin 6 (12} 4 (23) 15 {17} 00 w00

Missing data 10 {20 & (15) 16 (18} g ] ";_; ;

Daose of dabigatran = now. (%) £ 5004 E sm0d
150 mg twice daily 14 (27) 15 38) 24 (32) g §

110 g tvice daily 14 (B7) 24 {83) 58 {B2) % 400+ -g' 400
75 g tavice dadly 142 [ 141 3 T
Oither 2 {1} [ 2 {3 .E 3001 -E 3001

indication for dabigatran — no. (%) - 7
Atrial fibrilation a7 juz) 15 (100} 86 (96) i 001
Venous thromboembalism 142} o 1L oo, - m: )

Other 1 {6} o 1 {3) 1 )

Time simce last intake of dabigatran ol . : : : : —'-F— ‘_-—.L' o :

Mﬂdl:n — hr l!z 16.6 15‘ Blll:v I:I"E.r::l 1i—iiu 1hr 2he 4hr  12hr Zahr EIII::- )'-I\:ﬁe:":: 1:—:‘0 1hr 2he dhr  1Zhr 2ahr
Dustribution — no. [%) Time of Blood Sample Time of Blood Sample

<12 b 17 (33) 18 (38} 12 (36}

12 te <24 hr 21 ja1) L {26} 31 {34}

24 e <48 hr 12 j24) L {26} 22 (24§

w4k hr 142} 4 (L0} 5 (B}

Elevated dilute thrombin time at haseline — no. (%) a0 (78) 18 (72 68 (76)

Elevated ecarnin dotting time at baselime = no. (%) 47 (92) 3487 1 {20y

Type of bleeding = no. [%)§

Imtracranial 18 (35) - 18 20y
Trauma-related 9 {18} -_— 9 {14y
o o - nm N Engl J Med 2015;373:511-520




Prevencion de eventos embolicos
fratamiento no farmacoldgico




Stroke (€ J— AHA FASTIRACK
comarean  doi10.1093 surheutj/ehy730 Atrial fibrillation

Percutaneous Left Atrial Appendage Closure for Stroke

2.3-Year Follow-up of the PROTECT AF (Watchman Left Atrial M « Effcacy . W
Appendage System for Embolic Protection in Patients With Atrial “M‘_\Mm;;ﬁ appendage closure with the ATCHMAN
Fibrillation) Trial iy i device: peri-procedural outcomes from
Vivek Y. Reddy, MD; Shephal K. Doshi, MD; Horst Sievert, MD; Maurice Buchbinder, MD; ﬁ@ﬁ °m’ ]I_llsm'y the EWOLUTION registry
Petr Neuzil, MD, PhD; Kenneth Huber, MD; Jonathan L. Halperin, MD; David Holmes, MD; OPERATORS ;snx-m‘:es‘l u
on behalf of the PROTECT AF Investigators s Lucas V.A. Boersma'*, Boris Schmidt?, Timothy R. Betts?, Horst Sievert?,
b Corrado Tamburino®, Emmanuel Teiger®, Evgeny Pokushalov?, Stephan Kische?®,
ORIGINAL INVESTIGATIONS ko Thomas Schmitz®?, Kenneth M. Stein' and Martin W. Bergmann'!, on behalf of
_ ) ; iyt the EWOLUTION investigators
Prospective Randomized Evaluation ® R T e S e ke e i G e
of the Watchman Left Atrial Appendage i o o oo s st G Gy

Receierd 30 Oczber 3015, reviad 7 Deczmber 2015, aopead 10 December 2015

Closure Device in Patients With

Atrial Fibrillation Versus . 7
Long-Term Warfarin Therapy » 91% formacion trombo en Ol.

The PREVAIL Trial » WATCHMAN : PROTECT-AF y PREVAIL;

TDavid R. Holmes Ja, MD,* Saibal Kar, MD,| Matthew J. Price, M), Brian Whisenant, MD,5 Homst Sievert, MD,|

B T EWOLUTION. (ASAP)

4 = |CTUS 0,1% a 30 dias (1,7% al afio)

» EXITO DEL PROCEDIMIENTO: 95-98%, LEAKS
0.7%>5MM

= COMPLICACIONES 2,8% (1,9-4%) (PRIMERA
SEMANA) Y MORTALIDAD 0,7% (5% no rel con

dispositivo
» EAS 7,9% a 30 dias y 3,6% relacionada con
dispositivo.
4.2% Table 2 Procedural results . A ] . . o 2
— pre— pYTpe— » Mejoriaictus en poaen’res.con chorqmdmomon
________________________________________________________________________________ ACO. 1,7% frente al 5% estimado (similar a
Successhl deployrrant F5% (1004/1079) Apixaban 1,6%)
) LAA sua
. PROTECT-AF GCAP  PREVAIL EWOLUTION Comglete seal T14% (BA8)
Jatsim «5 men T9% (AR
Jetsime =5 e A7% (rea4)

Figure 2 Serious procedure-/device-related events through

7 days in EWOLUTION when compared with prior WATCH-
MAN studies. LAA, left atrial ap peredage.




Furolntervention IMPACT FACTOR

3OS s nal Catian Repora®
Official Journal of ELroPCR and the European Assocaton ﬁR @ @ Sclerce o Tl omsaneviers 20}
of Percutaneus Cardiovascular Interventions (EAPCT) wra B

Home [ Archives | Volume 11 Number 10 | Left atrial appendage cechusion for stroke pravention in atrial fibrillation: ...

INTERVENTIONS FOR VALVULAR DISEASE AND HEART FAILURE

Left atrial appendage occlusion for stroke prevention in atrial
fibrillation: multicentre experience with the AMPLATZER

» ACP/AMULET Cardiac Plug
Published on 19 February 2016
. ~
» Tasaictus 0,9% y AIT 0,9%, 2,5% al ano.
Apostolos Tzikas!2*, MD, PhD; Samera Shakir®, MD; Sameer Gafoor?, MD;
., . Heyder Omrant, MD; Sergio Berti®, MD; Gennaro Santoro”, MD; Joelle Kefer®, KEYWORDS
» MD; UIf Landmesser®, MD; Jens Erik Nielsen-Kudsk'®, MD; Ignacio Cruz-
R e d U C C | O n 6 6% d e IC TU S y 6 ] % d e Gonzalez!!, MD; Horst Sievert!, MD; Tobias Tichelbécker'2, MD; Prapa + bleeding
Kanagaratnam'2, MD; Fabian Nietlispach®?, MD: Adel Aminian'#, MD; Friederike + Left atrial appendage
S G n g rO d O S Kasch!®, MD; Xavier Freixa'®17 MD; Paolo Danna'®, MD; Marco Rezzaghi®, MD; closure
Paul Vermeersch1?, MD; Friederike Stock®, MD; Miroslava Stoloova’, MD; Marco » stroke risk

Costa20, MD; Reda Ibrahim!?, MD; Wolfgang Schilinger2, MD; Bemnhard Meiers,
MD; Jai-Wun Park's, MD

®» Riesgo de frombos 2% registrados, no
asociados a mayor tasa de eventos.

Recommendations Class | Level| » Ablacion de FA y Cierre de Ol.

After surgical occlusion or exclusion of the LAA, it is recommended to

» Posible y seguro.
continue anticoagulation in at-risk patients with AF for stroke prevention. ¥ 5€9

- CF LY .
LAA occlusion may be considered for stroke prevention in patients with Solo descripcion de series de casos

AF and contra-indications for long-term anticoagulant treatment (e.g.

» Abordagje franseptal conjunto.
those with a previous life-threatening bleed without a reversible cause). J P )

Surgical occlusion or exclusion of the LAA may be considered for stroke
prevention in patients with AF undergoing cardiac surgery.

Surgical occlusion or exclusion of the LAA may be considered for stroke
prevention in patients undergoing thoracoscopic AF surgery.




o

A

Cierre quirurgico de Orejuela izquier

LTS

®» |mportancia de exclusion incompleta

» Aumenta riesgo de ictus.

Table 4 Significant and nonsignificant predictors of 55E in

. ®» Asociado a procedimiento quirdrgico univarse anayses

Variable OR (95% CI) P value
Antiplatelet therapy 0.68 {0.11-4.38) 689
LAA surg non-LAA surg Odds Ratio Odds Ratio CHADS; score 2.04 (0.68-6.16) 204
StudyorSubgroup __ Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% CI CHA,DS,-VASC score 1.27 (0.75-2.15) 374
30-day cLAA 0.12 (0.012-1.16) 067
e ISLL 16.6 (1.7-161.4) 015
ealey
Kim LAA no LAA Odds Ratio Odds Ratio DR = odds ratio.
Lee Study or Subgroup Events Total Events Total Weight M-H, Random,95% Cl M-H, Random, 95% CI *Significant £ value.
Nagpal 30 day
Subtotal (95% CI) Healey 12 52 4
Total events g
Heterogeneity: Tau? = 0.00; | Kim 324 1405 129 LAA no LAA Odds Ratio Odds Ratio
Test for overall effect: Z = 2.. :fepal 2: 1;2 2: Study or Subgroup Events Total Events Total Weight M-H, Random,95%CI M-H, Random, 95% CI
ag| :
Latest follow-up Zapolanski 157 808 222 Healey 0 52 0 25 Not estimable
Garcia-Femandez Subtotal (95% CI) 2406 ‘ Lee 6 119 11 119 26.0% 0.52[0.19, 1.46) — el
vy Total events 524 389 Nagpal 0 22 0o 21 Not estimable
2 Heterogeneity: Tau? = 0.04; Chi* = 7.70, df = 4 (P Whitlock 2 26 3 25 78% 0.61[0.09, 4.01) ———
Nagpal Test for overall effect: Z = 0.04 (P = 0.97) Zapolanski 12 808 44 969 66.2% 0.32[0.17, 0.60) -
Whitlock
Subtotal (95% CI) LatestFollow-up Total (95% C1) 1027 1159 100.0% 0.38 [0.22, 0.64) -
Total events Kim 0 631 7
Heterogeneity: Tau? = 0.00; | Lee 21 119 18 Total events 20 58 . A 1 z
2= ity: = y = = s ‘RBR= r y u 1
Test for overall effect: Z = 2.( Nagpal 4 2 6 ;letfzgemutyl‘l‘:::’r (Z) 9(; (G:SFP _0095022 2(P=063), F=0% 001 01 ] 10 100
Subtotal (95% Cl) 772 estior overa ct Z=362(P=0. ) Favours LAA Favours no LAA
Total events 25 kY - . s 2 2 : :
Heterogeneity: Tau? = 0.70; ChP* = 4.63, df = 2 (P Figure 3: Forest pqu of the odds ratio (OR) of all-cau_se morta.llty in the left atrial ocdgsnon (L_AA) group versus non~l..AA group. The estimate of the OR of each trial
Figure 1: Forest plot of the odds ratio (OR) of Test for overall effect: Z = 0.78 (P = 0.43) responds to the middle of the squares, and the horizontal line shows the 95% confidence interval (CI). On each line, the number of events as a fraction of the
vessus non_LAA group. The estimate of the O number is shown for both treatment groups. For each subgroup, the sum of the statistics, along with the summary OR, is represented by the middle of the solid

On each line, the number of events as a fracti
summary OR, is represented by the middle of

M-ri: Mantel-Hacnizel European Journa

monds. A test of heterogeneity between the trials within a sTbgm|1? is given beloyy the summary statistics. M-H: Mantel-Haenszel.

ardio-Thoracic Surgery (2014) 1-8



[ Patient with AF suffering from an intracranial bleed on OAC

If acute event: establish intensity of anticoagulation (see bleeding flow chart)

]

|

'

Contra-indication
for OAC

:

Consider further information to allow informed judgement

- Factors favouring withholding of OAC:

Bleeding occurred on adequately dosed

NOAC or in setting of treatment interruption or
underdosing

Older age

Uncontrolled hypertension

Cortical bleed

Severe intracranial bleed

Multiple microbleeds (e.g. =10)

Cause of bleed cannot be removed or treated
Chronic alcohol abuse

Need for dual antiplatelet therapy after PCI

-

Factors supporting reinitiation of OAC:

Bleeding occurred on VKA or in setting of
overdose

Traumatic or treatable cause

Younger age

Well controlled hypertension

Basal ganglia bleed

No or mild white matter lesions

Surgical removal of subdural haematoma

Subarachnoid bleed: aneurysm clipped or
coiled

High-risk of ischaemic stroke

by multidisciplinary team advice

{Patient or next of kin choice informed]

No stroke
protection
(no evidence)

occlusion
(IIbC)

Initiate or resume OAC, choosing
an agent with low intracranial bleeding risk,
after 4-8 weeks (IIbB)

This approach is based on consensus within the Task Force, not on evidence.
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Efficacy of B blockers in patients with heart failure plus atrial
fibrillation: an individual-patient data meta-analysis

Dipak Kotecho, jane Hoimes, Henry Knum, Dougles G Altmaon, Luis Manmong, fofn & F Cheland, Gregony YH Lip, Andrea | 5 Coats, Bert Andersson,
Poulws Kirchihaf, Thomas & van Lueder, Maons Weds|, Giuseppe Fosono, Marcelo O Shibata, Alon Righy, Morcus D Flother, an bd:u‘.qu the

Beto-Blockers in Heart Foilure Collaborntive Group Lonce-l- 20 '| 41384 (996 ] ) 2235'43

£ =
g
i o T "\
= 18000 p (76% FA) .
= BB no afectan a mortalidad en —— e LT T T
FA, sien RS Lty e e - e o s

Figure 1: Eaplan-Mier surival cure for patiess with sinus dythm (A) asd atrial Sbeill ation (B) in the B-bledor and placs groups
Diata ase unadpostod survivid cunees For sl epored deaths. Hix s derivid from the adjuaied one-stage o egrssion sodel and siranified by sludy. HRwbareed @rio.

» Digoxina+ BB/ACA
®» Digoxina FA y Carvedilol.

z
£
k
» D|G trial -> no efecto en Propensity _ oy
MorTOIId‘ Propensity-Matched MatChed 0 Digoxin Drug Therapy
Full Colrort No
Cohort -3 -7 | I
» &
A_U me_nT< odel HR(95%C) HR@%CD g
dIgOXIﬂO : N=122.465 N=53.406 2 81
£
» Amiodqy Uadiusted 137(133-140) =0.001 — — 2 o
©
Age, sex, race 140(1.37-144) =0.001 — — 3
agudo, ¢ 5o
» FC<8O O Full model- o Log-rank P<0.001
aumentc  Anpatients 126(123-120) <0001 121(1.17-125) <0.001 T = 1000 1300 P o
O RACE.  Adberence (MPR)-adjusted T 131(127-136) <0001 1.18(1.10-127) =0.001 ‘o, at ek gy Atipr N AR Risgocels
0. at ris
Digoxin Drug Therapy

No 26703 21206 13491 6618 977

J Am Coll Cardiol. 2014,;64(7):660-8 Yes 26703 21465 14658 7795 1264




Acute heart rate control of AF

v

LVEF <40% or signs of
congestive heart failure

v

(" Smallest dose of beta blocker to |
achieve rate control
Amiodarone is an option in patients
with haemodynamic instability or
severely reduced LVEF
Initial resting heart rate target

\ <11 7,
IIb

¥,

'a N
Add digoxin
Initial resting heart rate target
L <110 bpm y
-

Avoid bre

Perform echo
—» determine furthe
choice of maint

. Consider need fo

A

v

LVEF 240%

[ Long-term heart rate control of AF ]

|

Perform echocardiogram (IC)

Choose initial rate control therapy (IB) and combination therapy if required (IIaC)
Target initial resting heart rate <110 bpm (IIaB), avoiding bradycardia

|

l
( LVEF <40% I
i

r'
Beta-blocker]

\

Digoxin

Consider early low-dose
combination therapy

v '

S —

>~
\ N

IIa

!

[ LVEF 240% ]

{ K }

-
Diltiazem/
verapamil

\

N

Beta-blocker { Digoxin

o

Add therapy to achieve target heart rate or

| Add
Add digoxin J Lbeta -blocker
\

A

if ongoing symptoms

v v

Add diltiazem,
verapamil or
beta-blocker

Add digoxin Add digoxin

\

{ IIa | )

s




Control de ritmo en FA




ESTRATEGIAS DE CONTROL FAA

o 100

&

< Rhythm control 00

g 63% in sinus rhythm at 5 yrs = Rate control

g _g 80

£ c Rhythm control

@ @ 704

£ = g

= ~  Rate control Z 604

E 35% in sinus rhythm at 5 yrs 2

s w 50

o

3 4 5 0 T T . T T ]
] 6 12 18 24 30 36
Time (years) Months
- No. at Risk

No. of deaths ( /o) Rate control 256 239 232 222 212 ] 25
Rhythm contro 80 (4) 175 (9) 257 (13) 314(18) 352(24) 266 243 224 218 207 85 24

Rate control 78 (4) 148(7) 210(11) 275(16) 306(21)

- ©
100 1o, Rate control z 1.00
\ S o =
80 / 2]
g Rhythm control R_ E 085 e *é_
2 604 «é
[y - o= 1
= P=0.59 g 090 IR
g 404 E batoi = d - -
2 P 0.85
20 s
g 0.80
0 : : , , ‘ a2 = Rhythm control
S
0 12 24 36 43 60 . 075 === Rate control
[}
Months of Follow-up 2
©
No. at Risk g 0.70
Rhythm control 593 514 378 228 82 3 0 5 10 15 20 25 30 35 40
Rate control 604 521 381 219 69 2

Months after Randomization

J Am Coll Cardiol. May 21 2003;41(10):1690-1696. N Engl JMed.Dec 5 2002;347(23):1834 — 1840.
N Engl J Med.Dec 5 2002;347(23):1825 —-1833 Lancet.Nov 25 2000;356(9244):1789 —1794.

J Am Coll Cardiol. Aug15 2006;48(4):721- 730. Circulation. Mar 30 2004;109(12):1509-1513.
Circulation Jul 17 2001:104(3):292-294




CONTROL DE RITMO

ESTRATEGIA DE CONTROL
RITMO/CONTROL FRECUENCIA
(mainly AADs)

= NO MEJORIA SUPERVIVENCIA Dabees

NSR Is Associated With Better Survival-AADs Are Not!

Decreased Risk Mortality HR Increased Risk

NSR

Stroke
(STAF, AFFIRM, RACE)
Smoking
LV Dysfunction
» CONTROL RITMO NO INFERIOR EN CALIDAD DE VIDA'Y AL

EFERCICIO. Digoxin Use

*P<.01; *P<.001; **P<.0001 EERA S

ANALISIS POR CONTROL DEL RITMO

®»  NO MEJORA LA IC (AF CHF)

S too »  AFFIRM:

S R * — RS aumento de supervivencia (47%; HR 0,53 )

£ — Aumento de mortalidad con FAA (49%, HR 1.49)
I E - DIAMOND

i b — RS 56% de recuccién de mortalidad vs FA
2 osol. ..z Awist nbriation & (HR 0,43 y 0,38 dofetilide y placebo

‘ respec)

Months after Randomization




Original Article

Stroke and Mortality Risk in Patients With Various
Patterns of Atrial Fibrillation
Results From the ENGAGE AF-TIMI 48 Trial (Effective Anticoagulation

With Factor Xa Next Generation in Atrial Fibrillation—-Thrombolysis

in Myocardial Infarction 48)
/

10%

— Paroxysmal: 1.49% / year
— Persistent: 1.83%/year
8% — Permanent: 1.95%/ year

6%

Persistent

4%,
Permanent

2% Paroxysmal

Stroke and systemic embolic event

0%
0 0.5 1.0 1.5 20 25 3.0 3.5

Years
\ /

20% +

— Paroxysmal: 3.16% / year
— Persistent: 4.57%/year
15%  =— Permanent: 4.49% /year

Persistent
10% -

1]
=

Paroxysmal

Stroke/systemic embolic
event/cardiovascular death

0%

Years

\\

0251 AFIFLother vs. Sinus Rhythm:
I S Hazard ratio, 2.06 (95% Cl, 1.61-2.65), P value, <0.001
Hazard ratio, 1.43 (95% Cl, 1.04-1.96), P value, 0.03
020
0.20 Permanent vs. Paroxysmal:
“*| Hazard ratio, 2.04 (95% Cl, 1.60-2.61), P value, <0.001
7 C B Permanent é 0.15 e
8 £
J I I I p O : £
® -
K-
% 2 010
g § P Sinus rhythm
3
0051
0.00 . - .
0 1 2 3 4
Years
No. at risk No. at risk
Paroxysmal 1576 1226 766 604 310 Sinus Rhythm 1539 1214 765 600 303
Persistent 1136 846 502 386 174 AF/FUother 5024 a769 2482 1899 869
Permanent 3854 2909 1975 1505 685
Figure | Kaplan—Meier cumulative hazard rates of embolic I8Ure 2 Kaplan—Meier cumulative hazard rates of embolic

events according to the pattern of atrial fibrillation occurrence.

» HR1,60a 1,77
» ENGAGE-TIMI38
» AVERROES
» AMADEUS

rents according to the baseline ECG.

0.34
@ Permanent AF

® Non-permanent AF

Logrank p = 0.01

0.24

0.4

Proportion with event

04— . -
0 Years ! 2
Figure 1. Kaplan=Meier event curves for cardiovascular death,
stroke or systemic embolism by type of atrial fibrillation (AF).
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A Randomized Active-Controlled Study

Comparing the Efficacy and Safety of Vernakalant
C\/ F to Amiodarone in Recent-Onset Atrial Fibrillation

A John Camm, MD,* Alessandro Capucei, MD,} Stefan H. Hohnloser, MD,4

Christian Torp-Pedersen, MD,§ Isabelle C. Van Gelder, MD,||¥ Brian Mangal, M5c#
Gregory Bearch, PHD # on behalf of the AVRO Investigarors

London, United Kingdom; Ancona, Italy; Frankfurt, Germany; Hellerup, Denmark;
Groningen and Utrecht, the Netheriands; and Vancouver, British Columbia, Canada

i LE N Demographic and Baseline Characteristics

» 54% vs 22% reversion 4 horas post et G

. o 7 . [ —— ‘ml

infusion 51% vs 5,6% en 20 min. ey A

Baszelne characieristics

Make. n %] TE(E4.T) TL{ELZ) 148 (82.3)
» 8,6% flutter en vernakalant o e saen e

MAge [yrsh. mesan (500 631 {10.81) E2.2{11.E3) B2 T[(1121)
Ho previous eplsode of AF 24(39.3) 33 {28.4) ET [2B.3)
» EAG en las 2-24h, fromboembdlicos v TV L e e P e

M M IZA Median dwration of cument AF, h (25%., 75% quartiles) AT TRL2ET) 17.9¢5.7, 31.4) 17.7(9.2.30.4)
en VKL y asistolia AMIO e —— . sesn  smpas
. . - £ Mesdical history, (%)

Table 6 Pooled efficacy mtes for short-duration AF patients with car- R Hypestengion B6(74.1) 80 (83.0) 166 (7L8)
dioversion success at 2 h and 824 h I:I!,f reatment E Structural heart dissaset (3L 45 (38.8) B1(34.3)
8 o Ischemic heart disease 22 (18.0) 30 (25:5) 52 [22.4)
Treatment Cardioversion at 2 h Cardioversion 3 S I Ea " e
ey E Vakvular heart disease 4(3.4) 12 {10.3) 16 (6.9
“Imm 3_24 h E- oz Heart tailure H0{172) 2B(X2.4) 45 [15.8)
H NYHA functional class I 9480 12 46.2) 21(46T)
Vermmakalant 81.8% —_ % . NYHA tunctional class 12 11(55.0) 14 (53.8) 25 (54.3)

. Yy o —————— : . . LADD {mem), mean (S0) 20.6(6.7T) 410 (E.04) 40.8 (5.40)
Amiodarone-Ciral 9 3% 2T 1% I RUEE X I = ] LADD =50 mm 5(4.3) 7 (60§ 13 (5.2
A]ﬂjmc_] "rr [ﬁg% ,tl 1-2.;-.“ Tima from stan of fst Infusion (minutes) LVEF %}, mean (50} S7.6(7.24) 595 (E9T) 585 (7.21)

o B LVEF <B0% 1812 9) 434 19(8.2)
Flecamide-Oiral a7T.5% R0L6%G % Medications used wihin 7 days, n (%)
2
Flecamide-1V 63.7% 6999 * Ay et :':"" ;:x; :::;‘2 ﬁm;
Procainamide-TV 62.5% — E Catclumechannel blockers 1008) aia8 14(60)
Propafenonc-Oral 21.2% 78.7% Y e b i =
Propafenonc 1V 508% 81.9% e e e e e S
. . ‘i i D La-blockirs (gaduiing solalel) aid dphd- aid Bela-Slecking agents g carvedilolt cakiom-chinne bledkers induded diRiaien and vinapasil;
Sotalol-TV —_— 61.2%; = i dightaks gheosides lnchuted digadn, dgitsaln, and digtali
| E AF = girial Sbdllaton: LADD = lift atral disstoke dimesslon: LYEF = leh ventricullar epection faction: MYHA = ki York Heartl Aasociation.
Placebo 11.8% 48 2% 3 .
: — . J Am Coll Cardiol 2011;57:313-21)

—T T
01 28 L] o0 F] 00 E
Tirnea froem stan of fast Infusion (minutes)



Recommendations Class | Level

ACE-Is, ARBs and beta-blockers should be considered for prevention of

new-onset AF in patients with heart failure and reduced ejection
fraction.

ACE-Is and ARBs should be considered for prevention of hew-onset AF
in patients with hypertension, particularly with LV hypertrophy.

Pre-treatment with ACE-Is or ARBs may be considered in patients with
recurrent AF undergoing electrical cardioversion and receiving
antiarrhythmic drug therapy.

ACE-Is or ARBs are not recommended for the secondary prevention of
paroxysmal AF in patients with little or no underlying heart disease.




@+k Short-term versus long-term antiarrhythmic drug treatment
after cardioversion of atrial fibrillation (Flec-SL):
a prospective, randomiked, open-label, blinded endpoint

FAarmacos antiarritmicos ==

Lancet 2012; 380: 23846

®» Doblan eficacia en mantenimienta RS resnecto o

Control Sheart-term Long-term Short-term treatment vs  Long-berm treabment vs shart-treatment vs
p | ace b treatrment treatment contral contral long-term treatment
Difference pvalue Differance pualue Difference pualue
Y o NO efe‘ Decumented atrisl fibrillation episades 9.0 {2t 14] 14 1Z(6ta2 4{1to By C-0106T 4(0mE" 03197 1(2mwm4) o-Ee791
Pk o before reaching the primary endpaing n=4 8 (55t 23-5); n=l120  n=10G
o SN - cardioy = Y endpoin : , :
it N e Days with docurnented strial fbillstion  S0(2te12F 12 (540 20); n{gm:@ 0017t 307"  OO4SET  0(-3o 1]@
T o] M, o befare reaching the primary endpaing n=48 n=13{0 =104
H ) 5 ~
o » DlS MINU  Admissions to haspital because of atrial 0 [0t 0 00 te 0); o{oted);  O(0-0)* 071011 0 [0-0)* 097761 0 o0y O-S4841
fibrillation n=7k n=240 n=269
L ® o o A Visits without admission 10w 10t 3 1{0te i) o) 1399t O [0-0)* S-FEET o jo-0)* 0415t
hl::'n:::r:rl';um: ;'.r ] o % - Me nor ﬁ I'I-?ﬁ I'I-Iﬁ'l:l n-IEB
S 161 75 135 FLiEY
p——— Serious adverse events of special interst 1(1:2%) 9(33%) 10 B-Eu}( 0-3252% - 028308 - @
Long-term 163 w4 135 17 .
R » |I’]dICCIC Major adverse cardiovascular or 1 5 4 - - - - - -
B cershrovascular eyvents
Remumci tation a [/ 1 -
pad
N T, | S : : : :
I =g s - . . . B
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- E
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AMIoO Vs 50%

Sot/Propa

AMIoO 0

IC, I 0

eleccion 1/3 fras
primer
episodio

Dofetilide No datos

Amio/sot/dofe 67%

Dronedarona No datos

N Engl J Med.Dec 5 2002;347(23):1825 -1833
Circulation. Mar 30 2004;109(12):1509-1513.

%

J Am Coll Cardiol. May 21 2003;41(10):1690-1696.

EVIDENCIA FARMACOLOGICA

TRIAL _ PAROX m RESULTADO (ausencia recurrencia)

65% Amio
36% sotalol propa

56% vs 10% placebo (RS al ano)
39% RS al ano vs 10% placebo

82% RS
/3% RS
62% RS vs 34,6% grupo control

79% RS vs 42% placebo
73% RS vs < 30% (58% recurrencias)

36% Vs 25%

N Engl JMed.Dec 5 2002;347(23):1834 — 1840.
Lancet.Nov 25 2000;356(9244):1789 —1794.
Circulatfion.Jul 17 2001;104(3):292-296
European Heart Journal (2010)31, 1046—-1054
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Table 3. Adverse Events and Abnormalities on Laboratory Testing.®
Table 2. Study Outcormes.
Dronedarone Placeba
Hazard Ratla Ewent (M=1614) [M=160%) P Value
Oubearme Dronedarane Placebs (95% I P Value nurriber fpercent)
Ma. of  Ratef/100 Mo.of Rate/100 Any adverse event To¥ (49.4) 600 (37.3) <0.001
Events  Patient-¥r Everits  Patient-Yr Ay seriovs adverse event 113 (7.0 77 (4.8) 0.008
First coprimary outcome 43 a2 15 ib 229 (1.34-3 .94 0.002 Any adverse event leading to treatment discontinuation 212 (13.1) 20 (5 <0.001
P ry ) B )
Second coprimary ouleame 127 25.3 67 129 195 (145262 <0001 Any reported liver-funiction sbrormality B1 (3.5) 28 (1.7 <0.001
Death Asthenic conditions [asthenia, fatigue) &9 (5.5) 46 (2.9) <0.001
Fram any case 2% 4.7 13 2.4 194 (0.99-3.79)  0.049 Breathing shnarmalities {dyspnes) 75 (4.5) 36 (2.2) <M
Diarrhe 1ol (6.3 38 <0001
From cardiovascular causss 21 40 10 19 211(L00-449)  0.046 H':' : ) . o ‘ D] y {‘:‘J o
cirocardi ici igati 2. !
Fram arrhythmia 13 25 4 08  326(l06-100) 003 cardlographic investigations (Q prolonged) 2.0) (1.9
Ederna [peripheral edema) el (3.7) 29 (1.8 <0.001
Stroke Gastrointestinal o sbdominal pain 33 (2.0) 15 (0.9) 0.009
Anyt 3 44 Lo le  Z3z(lll-433) 002 Inereased eveatinine level 49 (3.0) 11 (0.7) <0.001
lschemie 1% 14 9 17 201 (0.90—4.42) 0.0% Lawer respiratary tract of lung infection 40 (2.5 42 [1.6) 0.51
Systernic emboalism 1 0.2 il 0 MA MA Mausea or vormiting 76 (4.7) 28 (1.7 <0.001
Myocardial infarction or unstable angina 15 18 i 15 1.9 (0804 45) 014 Meuralogic signs or symploms (dizziness) 76 (4.7) 39 (2.4) <0.001
Myocardial infarction 3 0.6 i 0.4 1.54 [0.26-9.21) 0463 Rate and rhythm disorders (bradyeardia) 67 (4.2) 15 (1.2 =0.001
Unplanned hospitalization for cardiovas- 113 225 59 114 197 (Las-2.70)  <0.001 Renal failure or impairment E22) 1209 =0.001
cular causes Upper respiratory tract infection 34 (2.1) 3523 0.59
Hospitalization fer heart Failure 43 83 24 4.6 131 (1.10-2.99) 0.0z Alanine arminotransferase and bilirubing
Heart-failure episode or hospitalizationf 115 p ) 55 107 216 (157-298) <D.001 Alanine aminotransferase »3x ULN 23 (1.5) 9 (0.6) 0.013
Alanine aminatransferase =3x ULM and bilifubin 1(=0.1}% L MA
* The first coprimary ouloorme was a composite of stroke, myocardial infarction, systemic embelism, or death from car- 2 ULN
dln-ras.cul:é ca:i.ﬁ;ﬂ'l':: seeand cnpﬁlrjn:Equtcnme was a cornposite of unplanned hosgitalization for cardiovasealar  Listed are adverse events and serlous adverse events that occurred in patients receiving at least one dose of  study drug
CAUSES or _'“'t -M notes nm_app RCIANE. with a reported frequency of 2% or mare in each study group. The preferred term is provided for explanatory purposes in
T Hazard ratios are for the comparisen between the dronedarone group and the placebe group. parentheses when ane preferred term predominated. NA denotes not applicable, and ULN upper limit of the normal range.
1 The types of five strokes (fowr in the dronedarane group and one in the placebs group) were not specified, and one T Alanine aminotransferase was measured in 1574 patients in the dronedarone group and in 1589 in the placebo group,
stroke in the dronedarone group was hemerrhagic. the cambination of alanine aminotransferase and bilirubin was messured in 1571 patients in the dronedarone group
§ This category includes two patients who died from reported heart failure. and in 1589 in the placebo group.
1 One patient received the diagnosis of biliary stasis that was not considered to be related to dronedarane.
| | | TIUTE L. KISK OF U FIFSDUOprimarny Wuicome (SO, MpoCanais inTarcuon, FIEUIE L. FESE O LT 3C00NG0 A OPTImRary wruconme (LU o
| Systemic Embolism, or Death from Cardiovaseular Causes). for Cardiovascular Causes or Death).

| Flgur\e 2. Kaplan—Meier Cumulative Incidences of the Primary and Secondary Qutcomes. ‘

N Engl ‘Med 2007;357:987-99. - NENgl J Med 2011;365:2268-76.




Dronedarone . 0.86 (0.61, 1.22) P=0.37T8

Amiodarone — 2.17 (0.63, 7.51) P=0.203

Satalol —.— 3.44 (1.02, 11.58) P=0.046

Figure 2 Mixed treat Amiodarane
vals. Mote—odds ratio

Dronedarone —.— 0.53 (040, 0.72, P=0.0002)
Propafenane —.— 0.36 (0.28, 0.48, P<0.0001)

1.70 (130, 2.23) F=0.0004

1.63 (054, T 53] Fw0.078

+
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Table | Baseline characteristics summary of the

included studies

Patient characteristics Range of Mean
values (SD)

Mumber of patients randomized 16—4428 245 {580)

Age (years) 49-78 816 (5.2)

Gender (% male) 3599 592 (12.6)

AF Type (paroxysmal)® i —

AF type (persistent)” 1 —

AF type (permanent)® 7 —

Structural heart disease (%) 0-100 6001 (23.4)

Left ventricular ejection fraction 3058 551 (2.1)

(LVEF) (%)
Left atrium diameter (LAD) (mm)  34-50 429 (3.8)

*tumber of studies reported scross the included stdies.

055 (0,73, 1.24) P=0L69S

244 (0.5, & .0S) F=0.060

128 (0.7, 2.31) F=0.338

202 [0.25, 1381} P=0.450

156 [0.45, 4 58) P=0.420

W
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Radiofrequency ablation vs. antiarrhythmic drug
therapy as first line treatment of symptomatic
atrial fibrillation: systematic review and
meta-analysis

Table 5 Qutcome of patients who underwent radiofrequency ablation or antiarrhythmic drug treatment for atrial
fibrillation in three randomized studies

Outcome endpoints Mo. of Participants RFA 238 AAD 241 Pvalue Effect estimate RR ”
studies patients patients (95% CI)
Symptomatic AF recurrence 3 480 B 102 Bisk Ratio Risk Ratlo
Ereadom from recurrent AF 3 480 _ _ Study or subgroup log(Risk Ratio) SE  Weight |v, Random, 95% Cl IV, Random, 85% CI
MAMNTRA-PAF 2012 =024 016 52.9% 0.79 (0.57, 1.08) ——
Cross-over 3 480 19 &0 = RAAFT-1 2005 -1.07 052 11.3%  0.34(0.12 0.95) .
Additional ablations 3 480 78 a0 FAAFT-2 2014 -058 024 358% 056 (0.35 0.90) —
Tamponade ) 413 7 0 Total (95% CI) 100.0%  0.63(0.44, 0.92) N
. . Heterogeneity: 1°=0.04; 3*=3.22 df=2 (P=0.20); F=38% f f I f
Pulmonary vein stenosis =70% 3 480 1 0 Test for overall effect: Z = 2.42 (P = 0.02) 02 e D'ﬁm _ IF z m: |
ation Favours antianr MICS
Symptomatic bradycardia 2 353 0 B Avours 4
Stroke 3 480 1 0 Figure 2 Forest plot showing the risk of recurrence of atrial fibrillation after radiofrequency ablation or antiarrhythmic drug treatment in
Atrial flutter with 1:1 AV y) 413 o 3 three randomized studies. RAAFT-2 study included also the ooccurrence of atrial tachycardia and flutter.
conduction
Syncope 2 413 0 3
Hospitalization 2 353 B9 Ey
Catheter ablation Antiarrhythmic drug Risk Ratio Risk Ratio
Study or subgroup Ewvents Total Events Total Weight M-H, Random, 85% Cl Year M-H, Random, 85% Cl
N . ) ) . . ) ) RAAFT-1 2005 4 az 22 35 231% 020 (008 051) 2005 —%——
.A.F. wmﬂ: R.FA... mﬁlﬂlemmﬂ: MD. ﬂ.l'ﬂﬂ'l"l:ﬂ]'lml: dﬂ.lz']'ﬂT.P’r. FI.FL n:krmt:fl. I:l:l'lrml MANTRA-PAF 2012 46 140 &1 146 42.5% 0TS En_sa- 1_n?{ 2012 — |
RAAFT-2 2014 16 66 19 61 34.4% 078 (0.44,137) 2014 "
Total (85% CI) 238 242 100.0°%  0.57 (0.30, 1.08) —~i—

Total events BE 102
Heterogeneity: T°=0.23; 3°=7.68, di=2 (P=0.02); P=74% l ; t ; t f
Tast for overall effact 2= 1.72 (P = 0.08) p1 02 Qs 1 2 5 10
Fawours ablation Favours antiarrhythmics
E 20 ‘| 5 . ‘| 7 3 . 3 70 8 Figure 3 Forest plot showing the risk of symptomatic atrial fibrillation after radiofrequency ablation or antiarrhythmic drug treatment in three
U ro p . ’ O - randomized studies.
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Catheter ablation vs. antiarrhythmic drug

F A p e rS i S -l- e n -l-e treatment of persistent atrial fibrillation: a
multicentre, randomized, controlled trial
(SARA study)

Lluis Mont', Felipe Bisbal', Antonio Hernandez-Madrid?, Nicasio Pérez-Castellano?,
Xavier Vifolas4, Angel Arenal®, Fernando Arribas®, Ignacio Fernandez-Lozano?,
Andrés Bodegas?, Albert Cobos®, Roberto Matia?, Julian Pérez-Villacastin?,

José M. Guerra?, Pablo Avila’, Maria Lépez-Gilé, Victor Castro’, José Ignacio Arana?,
and Josep Brugada', on behalf of SARA investigators
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Figure 2 Survival curves for the primary endpoint.
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Freedom from recurrence of atrial fibrillation or atrial arrhythmias, comparing catheter ablation
with antiarrhythmic drug therapy in patients with persistent
or long-standing persistent atrial fibrillation

Ablation AAD Primary outome:
Study Events N  Events N Freedom from atrialarrhythmila|  recurrence RR 95% Cl W(fixed) W(random)
H|
Forleo 28 35 IS 35 : 1.87 [1.23; 2.83] 17.5% 217%
Mont 2009 69 98 2| 48 _ Lel  [l14;2.27] 32.8% 32.0%
Oral 2006 57 77 40 69 —i—f-: 1.28 [1.00; |.62] 49.1% 38.9%
Stabile 2006 13 26 0 19 iy = 2000 [1.26;31989]  0.7% | 4%
1
Fixed effects model 236 17
Random effects medel
PRAIRIERE QIO S A b 01102 | T ( Initiation of long term rhythm control therapy to improve symptoms in AF j
0.25 0.5
AAD better l X l
No or minimal signs Coronary artery disease,
for structural heart significant valvular heart Heart failure

disease disease, abnormal LVH

{ Patient choice ] { Patient choice ] [ Patient choice ]




Freedom from atrial fibrillation, atrial flutter and atrial tachycardia after surgical
atrial fibrillation ablation

Surgical ablation ~ No ablation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight Fixed effects, 95% CI Fixed effects, 95% CI
Abreu Filho 2005 3l 42 7 28 10.9% 295[1.52,5.75] ——
Blomstrom-Lundgvist 2007 16 34 8 35 10.2% 2.06 [1.02,4.17] o
Budera 2012 36 7 20 105 27.3% 1.62[1.00, 2.61]
Cherniavsky 2014 49 6l 1l 34 18.3% 2.48[1.50,4.10] —
Jonsson 2012 19 35 9 35
Knaur 2010 I 24 7 21 . .
B v S AF patient undergoing open heart surgery (e.g. CABG, valve surgery)
Schuetz 2003 3 24 I 19
Total (95% ClI) 355 294 |

Rhythm control therapy
Total events El 7l desirable to improve
AF-related symptoms
Hetzrogeneity Chi* = 3.67, df= 7 (P=0.79); F = 0%
Test for overall effect: Z = 6.25 {P <0.0000) Yes No

[ Patient choice informed by AF Heart Team ]

l l

{AFsurgery :(IIaA)] { No AF surgery ]

{Consider to add surgical LAA exclusion in selected patients (IIbC)]




Selection of further rhythm control therapy after therapy failure
to improve symptoms of AF

{ ! v
4 Failure o Failure of Failure of
of dronedarone amiodarone catheter ablation
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o

—

4 ¥
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(IA) ~ AAD (IIa) Ablation (IA/I1aB) (IIac) (1A/I1aB) AAD (IIa)
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Figure 4. The phase maps of 21000-ms-long AF window show reentry events visualized intermittently in the right and left atria with their
prephase electrograms on the right. The time (milliseconds) below each map is the instantaneous time of the snapshot in that AF window
A, One of the 2 consecutive rotations involving the inferior left atrium and the prephase electrograms around its core (sites 1-12). B, One
of the 2 consecutive rotations involving the posterior upper right atrium and the prephase electrograms around its core (sites 1-12). The
color code is explained in the legend to Figure 3.
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Driver Domains in Persistent Atrial Fibrillation
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