FA: Antiarritmicos

¢ Como decidir lo mejor para mi paciente con
FA?

| os farmacos antiarritmicos:
¢, Son una opcion real ?

Dr. Rafael Peinado. Seccién de EF y Arritmias.
-~ Servicio de Cardiologia. Hospital Universitario La Paz
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FA: Antiarritmicos

Contenido

¢, Por qué esta pregunta ?

¢, Es beneficioso el ritmo sinusal ?
¢, Son los FFAA una opcion real ?
Los farmacos actuales: uso

Las alternativas farmacologicas futuras
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PREVENCION TROMBOEMBOLISMO

/ ?\
Control de FC l Control de ritmo

PIAF
AFFIRM
RACE
STAF
HOT CAFE
AF-CHF
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Prospectivo

Aleatorio

4060 P > 64 anos
o con FR embol.

Seg. 3.5 anos
Objetivo 1°:

SUPERVIVENCIA

Estudio AFFIRM

CHARACTERISTIC

OvVERALL
(N =4060)

Rare-ConrroL

Grour
(N=2027)

FA: Antiarritmicos

Ruyrum-ConTrOL

GRoOuUP
(N=2033)

Age — vr

69.7+9.0

69.8+8.9

69.7+9.0

Female sex — no. (%)
Ethnic minority group — no. (%)

Predominant cardiac diagnosis
— no, (M

1594 (39.3)
45l (114

823 (40.0)
241 (119)

771 (379)
220 (10.8)

Coronary arterv disease
Camdiomyvopathy
Hvpertension

Valvular disease

1059 (26.1)
194 (4.8)
2063 (50.83)
198 (4.9

497 (24.5)
99 (4.9)
1045 (51.6)
98 (4.8)

562 (27.6)
95 (4.7)
1018 (50.1)
100 (4.9)

Other

No apparent heart disease

History of congestive heart failure
— no. (%)

Duration of qualifving atrial
fibrillation =2 days — no. (%)

First episode of atrial fibrillation | vs.
recurrent episode )] — no. (%)t

Any prerand omization failure of an
antiarrhvthmic drug — no. (%)

Size of left atrium normal — no. (%)

42 (1.0)
504 (124)
Q39 (23.1)

2808 (9.2
1391 (35.5)
713 (17.6)

1103 (35.3)

23 (1.1)
265 (13.1)
475 (234)
1406 (69.4)
00 (35.8)
Jod (180

549 (35.3)

19 (0.9
239 (11.8)
464 (22.8)

1402 (69.0)
091 (35.3)

349 (17.2)

554 (35.3)

Left ventricular ejection fraction
— %g

MNormal left ventricular ejection
fraction — no. (%)

54.7x13.5

2244 (74.0)

54.9x13.1

1131 (74.9)

o4.0x13.8

1113 (73.2)

AFFIRM Trial. N Eng J Med 2002; 347: 1789
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S Estudio AFFIRM
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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)

AFFIRM Trial. N Eng J Med 2002; 347



Rationale and design of a study assessing FA: Antiarritmicos
treatment strategies of atrial fibrillation in patients

with heart failure: The Atrial Fibrillation and
Congestive Heart Failure (AF-CHF) trial

The AF-CHF Trial Investigators®

AF-CHF
Study design

CHF: NYHA class II-I'V and EF = 38%

- . N\'H.ﬁt I al‘!-l.i_-‘p['il_ll' h-fe:-pilallzaliml for CI{F or EF =25%
Am I Od a ro n a Qualilying AL :n“:* :}::3: :5_-‘ ?ﬂhm:“:il::rl:::tﬁﬁ r::l(:::ll::nnd prior INC shock
Dgi?ttal Illodl e Randomization 1:;?::::: T B = b I 0 q u e a n te s
o=
+ Rhythm control Rate control D i g OXi n a

CV e I e Ct rl ca Antiarrhythmic drug Pharmacologic . -

herapy i restamt g oo ot Dispositivos
D i s p o S i t ivos Cardht'emtn il needed '.\"f;: |:ﬁaei|ﬁzﬁti{£:::;.ﬂﬁn A b I a c I o n AV

Intervenciones

Follow-up 2 years, clinic visits every 4 months
Optimal CHF management with ACE
inhibitors and beta-blockers

Am Heart J 2002; 144:597-607 End point: mortalidad CV
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Caracteristicas P

Mean age
Females
CAD

Mean EF
NYHA III-1V

Seguimiento: 37419 meses Grupo Control Frecuencia

Grupo Control Ritmo  Se cumplié control FC (<80

Ipm reposo y < 110 durante
* 75-80 % mantuvieron RS test 6 min) en 82-88 % de P
* 58 % al menos 1 rec. FA « 40 % no estuvieron en FA

durante el estudio

AF CHF. N Eng J Med 2008; 358: 2667
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| |
24 36

Months of Follow-up

No. at Risk

Rhythm control 514 378
Rate control 521 381

AF CHF. N Eng J Med 2008; 358: 2667
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A Death from Any Cause B Stroke

100y=.

80 | \
60 hhh\ﬁ"’“—'-\

Hazard ratio, 0.97 (95% Cl, 0.80-1.17)
P=0.73

Hazard ratio, 0.74 (95% Cl, 0.40-1.35)
P=0.32

e

Survival (%)

40

Probability of Event-free

Rhythm control

Rhythm control
Rate control

—— Rate control

Probability of Survival (%)

T T T T T T
24 36 48

24 36 48
Months Months

No. at Risk No. at Risk

Rhythm control 378 Rhythm control 367
Rate control 381 Rate control 373

D Composite Outcome
100+

C Worsening Heart Failure
100+ 4

804 20

60
Hazard ratio, 0.87 (95% Cl, 0.72-1.06)

P=0.17 Hazard ratio, 0.90 (95% Cl, 0.77-1.06)

404 P=0.20

Survival (%)
Survival (%)

Rhythm control
=~ Rate control

Probability of Event-free
Probability of Event-free

Rhythm control
—— Rate control

1 1 1

24 36 48 24 36 48
Months Months

No. at Risk No. at Risk

Rhythm control 523 436 311 Rhythm control 103
Rate control 509 419 289 Rate control 281

AF CHF. N Eng J Med 2008; 358: 2667
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e A I: _ C H I:

Follow-up Visits
100+
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AF CHF. N Eng J Med 2008; 358: 2667



FA: Antiarritmicos

Control ritmo vs frecuencia

Limitaciones estudios

No representados todos los Ptes con FA:
v'Pocos Ptes con FA solitaria

v'Pocos Ptes altamente sintomaticos

Mantenimiento suboptimo del RS en grupo
“control de ritmo”.

Analisis intencion tratar: pacientes grupo
“control ritmo” en FA y viceversa
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Control ritmo vs frecuencia

Limitaciones estudios

 Beneficios del RS contrarrestados por:
v Toxicidad farmacos antiarritmicos

v'"Mayor uso BB en grupo control de FC

 Mayor incidencia de embolismo por menos
anticoagulacion grupo RS

¢ Cardiopatia e IC > severa en P que
perdieron RS ?

RESULTADOS NO APLICABLES A TODO P con FA




Relationships Between Sinus Rhythm, Treatment, and A: Antiarritmicos

Survival in the Atrial Fibrillation Follow-Up Investigation of
Rhythm Management (AFFIRM) Study

The AFFIRM Investigators™*

TABLE 2. Covariates Significantly Associated With Survival
Results With Echocardiographic Data Included

HR: 99%
e Presencia de ritmo sinusal: Confidence

. .- . . .- Limits
asociacion con disminucion de
mortalidad HR 0.53

Covariate HR Lower  Upper
Age at enroliment® < 1.06 1.05 1.08
Coronary artery disease < 1.56 1.20 2.04
Congestive heart failure < 1.57 1.18 2.09

» Anticoagulacion: asociada con

reduccion mortalidad HR 0,5 Diabetes 156 147 207
Stroke or transient ischemic attack < 1.70 1.24 2.33

e El uso de farmacos Smoking 178 125 253

. , . - Left ventricular dysfunction 1.36 1.02 1.81
antiarritmicos aumento la , il
Mitral regurgitation 1.36 1.03 1.80

mortalidad HR 1,49 Sinus rhythm 053 039 072

Warfarin use < 0.50 0.37 0.69

Digoxin use 1.42 1.09 1.86

Rhythm-control drug use 1.49 1.11 2.01
*Per year of age.

The AFFIRM Investigators. Circulation 2004;109:1509-13
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Estrategia de control ritmo

 FFAA para control de ritmo solo en caso de
persistencia de sintomas:

v"Mejorar calidad de vida
v"No efecto supervivencia con FA actuales

e Necesidad de nuevas evidencias con:

v" Ablacién con catéter (eficacia para mantener
RS y supervivencia)

v"Nuevos farmacos antiarritmicos y no
antiarritmicos
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¢, Ablacion ?
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SaudMiadid oo f Worldwide Survey on the Methods, Efficacy, and Safety of

Catheter Ablation for Human Atrial Fibrillation

Riccardo Cappato, MD:; Hugh Calkins, MD; Shih-Ann Chen, MD; Wyn Davies, MD;
Yoshito Iesaka, MD:; Jonathan Kalman, MD; You-Ho Kim, MD; George Klein, MD:;
Douglas Packer, MD; Allan Skanes, MD

Eficacia

TABLE 2. Success Rates Relative to Number of Procedures Performed per Center

Success Without AADs Success With AADs Overall Success

No. of Procedures No. of No. of
per Center Centers Patients Rate, % (Range), % Rate, % (Range), % n Rate, %

1-30 35 547 29.8 (14.5-43.6) 301 (18.7-46.5) 328 59.9
31-60 15 639 33.5 (20.8-46.6) 34.0 (20.4-48.1) 431 67.5
61-90 12 923 36.9 (18.3-51.2) 33.7 (16.7-50.3) 652 706
91-120 728 35.4 (24.1-48.7) 30.4 (22.8-39.0) 594 81.6
121-150 556 33.6 (22.6-46.5) 28.8 (20.9-37.1) 347 62.4

)

)

)

151-180 671 443 (32.8-51.9) 29.7 (23.1-37.8 496 74.0
181-230 607 52.7 (42.1-63.0) 22.7 (18.3-25.9 458 754
231-300 830 62.5 (55.7-70.4) 28.4 (22.3-35.6 755 91.0
=300 3244 63.8 (50.3-76.5) 15.8 (8.8-24.5) 2583 87.9
Total 90 8745 52.0 (14.5-76.5) 23.9 (8.8-50.3) 6644 759

7
4
4
3
3
7

Cappato R. Worldwide Survey AF. Circulation 2005;111:1100-1105



M Hospital Universitario La Paz

Comunidad do Madrid

TABLE 4. Major Complications

Complication Type No. of Patients

For all types of procedures (n=8745
patients)

Periprocedural death

Tamponade

Sepsis, abscesses, or endocarditis
Pneumothorax

Hemothorax

Permanent diaphragmatic paralysis
Femoral pseudoaneurysm
Arterovenous fistulae

Valve damage

Aortic dissection
For procedures involving left atrial ablation
(n=7154 patients)
Stroke
Transient ischemic attack
PV stenosis
No. with =50% stenosis
Acute
Chronic

Cappato R. Worldwide Survey AF. Circulation 2005;111:1100-1105

Complicaciones

% of Patients

FA: Antiarritmicos




| ARTICULO ESPECIAL

Registro Espanol de Ablacién con Catéter. VI Informe Oficial de
la Seccion de Electrofisiologia y Arritmias de la Sociedad
Espanola de Cardiologia (2006)

Ignacio Garcia-Bolao, Alfonso Macias-Gallego y Ernesto Diaz-Infante

Seccidn de Electrofisiologla y Arritmias. Sociedad Espafola de Cardiologia. Madrid. Espafia.

2% 2% 1% W TIN

O VAC

O ICT

O FA

H NAV

O TAF

M TV-IAM
= TV

H TAV

L TV-C

66

NAV TAF TV-IAM TV  TAM  TV-C
n=6.568

Garcia-Bolao | et al. Rev Esp Cardiol 2007; 60: 1188-96
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RECURRENT
PAROXYSMAL
AF

FA: Antiarritmicos

A\ paroxistica recurrente

.

Minimal or no symptoms

l

Anticoagulation and rate
control* as needed

l

No drug for
prevention of AF

ACC/AHA/ESC Practice Guidelines. JACC 2006:e149-e246

v

Disabling symptoms in AF I

4

Anticoagulation and rate
control as needed

i

AAD therapy*

AF ablation if AAD

treatment fails




AV oo o - FA: Antiarritmicos
NS persistente recurrente

RECURRENT PERMANENT AF
PERSISTENT AF
|
v ]

Minimal or no Disabling Anticoagulation and
sympltoms symptoms in AF rate control*as needed

v k

Anticoagulation and Anticoagulation and
rate control*as needed rate control

AAD therapy*

Y

Electrical Continue anticoagulation

cardioversion as * as needed and therapy to
needed maintain sinus rhythm®

Y

Consider ablaton for severely
symptomatic recurrent AF after failure
of greater than or equal to 1 AAD plus

rate control

ACC/AHA/ESC Practice Guidelines. JACC 2006:e149-e246



FA: Antiarritmicos

Mantenimiento RS

Comparacion % RS, % RS, Dif.

RGN 4 | 484 | 353 | 131 | 015
IA v I | 6 | 443 ] 401 41 | 042

« Eficacia similar de farmacos IA, IC y lli
 Mantenimiento RS 40 -60 % P a 1 ano

Nichol. Heart 2002; 87:535
McNamara RL. Ann Intern Med 2003:139:1018
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= Estudio CTAF

Age
- . =65 yr
 Prospectivo aleatorio e
Male

° 403 P Female

Presence of structural heart disease
Yes
No

Presence of cardiovascular disease

Yes

« Amio vs Sotalol / Propafenona

- - o No
J Obj etIVO 1 0: recurrencia FA Type of atrial fibrillation

Paroxysmal
Persistent

 Seguimento medio: 16 meses Time since first diagnoss
>6 mo
« Amio: mayor incidencia efectos e
secundarios 18 vs 11 % =45 mm

Left ventricular hypertrophy
Yes
No

Clinically significant mitral-valve

or aortic-valve abnormality

Yes
Amiodarone (n=201) No

Propafenone (n=101) 0.0 0.2 0.4 0.6 0.8 1.0

Hazard Ratio

Sotalol (n=101)

Patients without
Recurrence (%)

200 300 400

Days of Follow-up CTAF Trial. N Eng J Med 2000, 342: 913
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SaludMadrid B comunidad de Mad

Amiodarona vs sotalol

A All Patients

SA F E = T Tr i a.l 10 Am il:::u darone vs. sotalol, P<0.001

P<0.001
0.9

« 665 P la mayoria
con HTA o C.
isquémica

Amiodarone

in Sinus Rhythm

[=]1]
=
=
1]
£
1]
o
[P
=]
9
o
1]
fal
(=]
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o

L Sotalol

v 267 amio

v 261 sotalol
No. at Risk
Amiodarone 206

v 137 placebo il R

90

Sing BN. N Engl J Med 2005;352:1861-72
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SaludMadrid Bl comunidad de Mad

Amiodarona vs sotalol
SAFE-T Trial b ks i e e D

« Igual eficacia para CV

« Amio mejor que sotalol para
mantenimiento ritmo

Probability of Remaining
in Sinus Rhythm

« Amio = sotalol en isquémicos

400 600 800 1000
Days

 Mantener RS:
v Mejora calidad de vida

v Mejora tolerancia esfuerzo

Amiodarone

b
=
=
.EE
ES
&E
o« OE
o w

S
2t
Fn
® =
8E
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1
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Sing BN. N Engl J Med 2005;352:1861-72



#M Hospital Universitario La Paz FA: Anti arrlltm iCOS

WERCHRITNITET RS

Maintenance of Sinus Rhythm

v Y hJ Y

No (or minimal)
heart disease

Coronary artery
disease

Hypertension Heart failure

v v v A4

Flecainide Substantial LVH Dofetilide Amiodarone
Propatenone Sotalol Dofetilide
Sotalol

] l ] | |

Amiodarone Catheter Flecainide Amiodarone Amiodarone Catheter Catheter
Dofetilide ablation Propafenone ablation ablation
Sotalol

|
v v ¥

Amiodarone Catheter Catheter
Dofetilide ablation ablation

ACC/AHA/ESC Practice Guidelines. JACC 2006:;e149-e246
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S comunidad de Mad

Otras utilidades FFAA

Cardioversion farmacolégica

Prevencidon recurrencias precoces post-CV FA
Prevencion recurrencias precoces postablacion
Estrategia pildora en el bolsillo fa paroxistica

Terapias hibridas:
v" Eficacia parcial ablaciéon

v Tratamiento sindrome bradicardia-taquicardia
asociados a implante de marcapasos
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dddddddddddd rid

Nuevas opciones farmac.

e Farmacos no antiarritmicos
v Bloqueo SRAA: IECA, ARA Il

v"Reduccion estrés oxidativo: estatinas, a grasos
poliinsaturados

v Reduccion inflamacion: corticoides

e Nuevos farmacos antiarritmicos

v Accion selectiva sobre auricula
v Bloqueantes multicanal

v Facilitadores conduccion uniones gap
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« Reducen remodelado auricular: fibrosis, inflamacion,
estres oxidativo y reduccion estiramiento auricular

 Estudios experimentales

 Estudios clinicos retrospectivos en P con:
v IC (SOLVD, Val-HeFT, CHARM)
v Disfuncién VI postinfarto (TRACE)
v"HTA (LIFE)

 Meatanalisis: reduccion desarrollo FA 28 %

 Estudios prospectivos en marcha

Healey JS. JACC 2005;45:1832-39
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FA: Antiarritmicos

Farmacos no antiarritmicos

Therapies

Possible Target

Evidence Base

ACE inhibitors and ARBs

Aldosterone antagonists

HTN
CHF
Direct effects (antifibrotic, antiarrhythmic?)

HTN

Experimental data; retrospective studies
Small prospective studies

Meta-analysis (best data in HTN and CHF)
Ongoing prospective study—ACTIVE-I
Observational studies (increased plasma aldos

Direct effects (antifibrotic, antiarrhythmic?)

Statins Coronary artery disease ¢ Experimental data
Systemic atherosclerosis ¢ Retrospective and observational studies

e Direct effects (anti-inflammatory, antioxidant) e Prospective studies pending

Indirect evidence

Small prospective studies
Experimental and observational studies
Post-CABG AF randomized trial
Prospective non-CABG trial pending
No data

Corticosteroids ¢ Anti-inflammatory effects

Omega-3 PUFA (fish oil) e Lipid-lowering effects

¢ Direct antiarrhythmic effects

¢ Altering atrial metabolism
e Direct antiarrhythmic effects

pFox inhibitors

Murray KT. Heart Rhythm 2007;4:5S88-S90
Naccarelli GV. J Cardiovasc Pharmacol 2008;52:203-9
Savelieva I. Europace 2008;10:647-65
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SaludMadrid S comunidad de Madrid

Opciones farmacologicas

Quinidine+
(Verapamil)

New and old
Sotalol anti-arrhythmic agents

Amiodarone _[ Disopyramide

Propafenone,
Dofetilide ‘ Propafenone SR

| —
¢ Flecainide,
Flecainide XL

w L

New Upstream or Adenosine
substrate Novel drugs agonists
Class lll agents therapies

] ! S-HTy J I— Ranolazine

antagonists

Dronedarone Tedisamil p-
blockers

- Na*/H* Connexin
Celivarone | | Nifekalant® ACEI inhibitors modulators
Other ARB

amiodarone Stating -
derivatives: Na*/Ca? SAC
PM101 PUFAs inhibitors blockers

ATI-2042 Pirfenidone

Amio-Aqueous RyR2 | i heach
modifiers blockers

|:| Category D Currently used drugs ARDAs

s . Vernakalant
Promising investi- ta il
gational agents I:I Agents close to approval XE 0101

Agents with unknown potential
E Abandoned agents or insufficiently tested AVEQ118

Savelieva I. Europace 2008;10:647-65 AZD7009
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Vernakalant

 Bloqueo selectivo canales K auriculares: IKACh, IKur
 Bloqueo INa frecuencia y voltaje dependiente
« Estudios clinicos cardioversion aguda FA:
v"Vernakalant iv vs placebo
v Estudios ACT I-IV
v"VK mejor que PL en reversién en 90’:50 % vs 3-5%
 Aprobado para su uso iv: cardioversion FAy FTA

e Estudios en fase Il via oral

Naccarelli GV. J Cardiovasc Pharmacol 2008;52:203-9
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Dronaderona

 Bloqueo multicanal

 Similar a amiodarona, sin iodo

 No efectos secundarios de la amiodarona
 Efecto “frenador” de la conduccion nodo AV
* Varios ensayos clinicos de prevencion FA

e Prdoxima comercializacion

Naccarelli GV. J Cardiovasc Pharmacol 2008;52:203-9
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Cumulative Incidence (%)

No. at Risk
Placebo
Dronedarone

Sing BN. N Engl J Med 2007;357:1039-41

nnnnnnnnnnn rid

Dronaderona
EURIDIS ADONIS

Placebo
Placebo

Dronedarone

Dronedarone

Hazard ratio, 0.78 (95% Cl, 0.64 to 0.96)

P=0.01
Hazard ratio, 0.73 (95% Cl, 0.59 to 0.89)

P=0.002

Cumulative Incidence (%)

120 180 240 300 60 120 180 240 300 360
Days Days

No. at Risk
Placebo 208 105 96 77 67 58 49
Dronedarone 417 260 228 200 183 162 137

201 79 66
411 189 164

« Tiempo a 1% recurrencia FA
41 vs 96 dias; RR: 0,78 (0.64-0.95)
146 vs 246 dias; RR 0,72 (0,59-0,89)

FA: Antiarritmicos




Estudio ATHENA —

4.628 P >75 ainos con FA o 70-75 anos con FAy 21 FRCV adicional.
Estudio multicéntrico, aleatorio, controlado con placebo, doble ciego.
Seguimiento medio 21 meses.

4/9\;

DRONEDARONA PLACEBO
400 mg BID

l 12-30 mes. Seg.

. Objetivo 1°: combinado mortalidad global + hospitalizacion
por causa cardiovascular

. Objetivo 2°: muerte por cualquier causa, muerte CV,
hospitalizacidén por cualquier causa

JCE 2008; 19.1/Heart Rhythm 2008
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S comunidad de Mad

ATHENA: Resultados

* Disminucion del riesgo de hospitalizaciones por
causa cardiovascular o muerte de cualquier causa
en un 24% (p<0.001)

* Disminucion del riesgo de muerte cardiovascular
en un 30% (p=0.034)

 Tendencia a reduccion mortalidad por cualquier
causa 16%, p=0.17

 Reduccidn primera hospitalizacion cardiovascular
del 25 % (p=<0.001)

JCE 2008; 19.1/Heart Rhythm 2008
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Conclusiones

 Estrategia de mantimiento del ritmo sinusal indicada
principalmente en pacientes sintomaticos

e Limitaciones de los farmacos antiarritmicos actuales
v" Eficacia limitada
v Efectos secundarios

v Posibilidad de proarritmia y aumento de
mortalidad: seleccidn en funcion de cardiopatia

 Limitaciones ablacion con catéter
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¢ Como decidir lo mejor para mi paciente con
FA?

| os farmacos antiarritmicos:
¢, Son una opcion real ?

con necesidad de mejora:
farmacos mas eficaces y
seguros !!
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