
New antiarrhythmic drugs for New antiarrhythmic drugs for 
prevention and treatment of prevention and treatment of 
atrial fibrillation: do they atrial fibrillation: do they 
represent a real progress?represent a real progress?

New antiarrhythmic drugs for New antiarrhythmic drugs for 
prevention and treatment of prevention and treatment of 
atrial fibrillation: do they atrial fibrillation: do they 
represent a real progress?represent a real progress?

Dr. Anna P. Antoniou, MDDr. Anna P. Antoniou, MD

“Alexandra” University Hospital, “Alexandra” University Hospital, 
Athens, GreeceAthens, Greece

Dr. Anna P. Antoniou, MDDr. Anna P. Antoniou, MD

“Alexandra” University Hospital, “Alexandra” University Hospital, 
Athens, GreeceAthens, Greece



AtrialAtrial fibrillationfibrillation isis thethe mostmost commoncommon
sustainedsustained arrhythmiaarrhythmia exactingexacting aa substansubstan--
tialtial costcost inin morbiditymorbidity andand mortalitymortality..
DespiteDespite newnew insightsinsights intointo thethe pathophypathophy--
siologicalsiological mechanismmechanism ofof atrialatrial fibrillationfibrillation
(AF)(AF) andand thethe developmentdevelopment ofof newnew

AtrialAtrial fibrillationfibrillation isis thethe mostmost commoncommon
sustainedsustained arrhythmiaarrhythmia exactingexacting aa substansubstan--
tialtial costcost inin morbiditymorbidity andand mortalitymortality..
DespiteDespite newnew insightsinsights intointo thethe pathophypathophy--
siologicalsiological mechanismmechanism ofof atrialatrial fibrillationfibrillation
(AF)(AF) andand thethe developmentdevelopment ofof newnew(AF)(AF) andand thethe developmentdevelopment ofof newnew
antiarrhythmicantiarrhythmic drugs,drugs, asas wellwell asas moremore
sophisticatedsophisticated ablativeablative techniques,techniques, thethe
managementmanagement ofof thisthis rhythmrhythm disturbancedisturbance
remainsremains problematicproblematic..

(AF)(AF) andand thethe developmentdevelopment ofof newnew
antiarrhythmicantiarrhythmic drugs,drugs, asas wellwell asas moremore
sophisticatedsophisticated ablativeablative techniques,techniques, thethe
managementmanagement ofof thisthis rhythmrhythm disturbancedisturbance
remainsremains problematicproblematic..



AA seriesseries ofof landmarklandmark trialstrials havehave investigatedinvestigated thethe
twotwo treatmenttreatment strategies,strategies, rhythmrhythm andand raterate
control,control, inin AFAF patientspatients::

PIAFPIAF (Pharmacological(Pharmacological InterventionIntervention inin AF)AF)

AA seriesseries ofof landmarklandmark trialstrials havehave investigatedinvestigated thethe
twotwo treatmenttreatment strategies,strategies, rhythmrhythm andand raterate
control,control, inin AFAF patientspatients::

PIAFPIAF (Pharmacological(Pharmacological InterventionIntervention inin AF)AF)

Rhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate control

PIAFPIAF (Pharmacological(Pharmacological InterventionIntervention inin AF)AF)

STAFSTAF (Strategies(Strategies ofof TreatmentTreatment ofof AF)AF)

RACERACE (Rate(Rate ControlControl vsvs ElectricalElectrical conversion)conversion)

AFFIRMAFFIRM (AF(AF FollowFollow--upup ofof RhythmRhythm Management)Management)

HOTHOT--CAFECAFE (How(How toto treattreat ChronicChronic AF)AF)

PIAFPIAF (Pharmacological(Pharmacological InterventionIntervention inin AF)AF)

STAFSTAF (Strategies(Strategies ofof TreatmentTreatment ofof AF)AF)

RACERACE (Rate(Rate ControlControl vsvs ElectricalElectrical conversion)conversion)

AFFIRMAFFIRM (AF(AF FollowFollow--upup ofof RhythmRhythm Management)Management)

HOTHOT--CAFECAFE (How(How toto treattreat ChronicChronic AF)AF)



Rhythm vs Rate ControlRhythm vs Rate ControlRhythm vs Rate ControlRhythm vs Rate Control

•• TheThe resultsresults fromfrom thesethese trialstrials showedshowed
thatthat thethe strategystrategy ofof raterate controlcontrol isis atat
leastleast equivalentequivalent withwith thethe rhythmrhythm controlcontrol
strategystrategy

•• TheThe resultsresults fromfrom thesethese trialstrials showedshowed
thatthat thethe strategystrategy ofof raterate controlcontrol isis atat
leastleast equivalentequivalent withwith thethe rhythmrhythm controlcontrol
strategystrategystrategystrategy

•• TheseThese trialstrials havehave alsoalso indicatedindicated thethe
necessitynecessity ofof continuingcontinuing antithromboticantithrombotic
treatment,treatment, withwith bothboth strategies,strategies, eveneven
whenwhen sinussinus rhythmrhythm isis maintainedmaintained

strategystrategy

•• TheseThese trialstrials havehave alsoalso indicatedindicated thethe
necessitynecessity ofof continuingcontinuing antithromboticantithrombotic
treatment,treatment, withwith bothboth strategies,strategies, eveneven
whenwhen sinussinus rhythmrhythm isis maintainedmaintained



TheseThese clinicalclinical trialstrials havehave importantimportant
limitationslimitations andand areare notnot reprerepre--
sentativesentative ofof thethe AFAF populationpopulation asas aa

TheseThese clinicalclinical trialstrials havehave importantimportant
limitationslimitations andand areare notnot reprerepre--
sentativesentative ofof thethe AFAF populationpopulation asas aa

Rhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate control

sentativesentative ofof thethe AFAF populationpopulation asas aa
wholewhole.. Therefore,Therefore, theirtheir findingsfindings areare
notnot applicableapplicable toto allall groupsgroups ofof AFAF
patientspatients..

sentativesentative ofof thethe AFAF populationpopulation asas aa
wholewhole.. Therefore,Therefore, theirtheir findingsfindings areare
notnot applicableapplicable toto allall groupsgroups ofof AFAF
patientspatients..



Rhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate control

PIAFPIAFPIAFPIAF

Patients in Sinus RhythmPatients in Sinus RhythmPatients in Sinus RhythmPatients in Sinus Rhythm

Rhythm ControlRhythm Control
groupgroup

Rhythm ControlRhythm Control
groupgroup

Rate ControlRate Control
groupgroup

Rate ControlRate Control
groupgroup

56%56%56%56% 10%10%10%10%PIAFPIAF

STAFSTAF

RACERACE

AFFIRMAFFIRM

HOTHOT-- CAFECAFE

PIAFPIAF

STAFSTAF

RACERACE

AFFIRMAFFIRM

HOTHOT-- CAFECAFE

56%56%

23%23%

39%39%

63%63%

63,5%63,5%

56%56%

23%23%

39%39%

63%63%

63,5%63,5%

10%10%

9%9%

10%10%

35%35%

--

10%10%

9%9%

10%10%

35%35%

--



1.1. AnAn enrollmentenrollment biasbias atat leastleast inin thethe1.1. AnAn enrollmentenrollment biasbias atat leastleast inin thethe

FailureFailure toto maintainmaintain sinussinus rhythmrhythm inin aa
largelarge numbernumber ofof patientspatients inin thesethese trials,trials,
maymay representrepresent::

FailureFailure toto maintainmaintain sinussinus rhythmrhythm inin aa
largelarge numbernumber ofof patientspatients inin thesethese trials,trials,
maymay representrepresent::

Rhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate controlRhythm vs Rate control

1.1. AnAn enrollmentenrollment biasbias atat leastleast inin thethe
trialstrials withwith thethe lowerlower incidenceincidence ofof
normalnormal SRSR..

2.2. TheThe needneed forfor moremore effectiveeffective andand safersafer
“antiarrhythmic”“antiarrhythmic” therapiestherapies forfor thethe
longlong--termterm maintenancemaintenance ofof SRSR..

1.1. AnAn enrollmentenrollment biasbias atat leastleast inin thethe
trialstrials withwith thethe lowerlower incidenceincidence ofof
normalnormal SRSR..

2.2. TheThe needneed forfor moremore effectiveeffective andand safersafer
“antiarrhythmic”“antiarrhythmic” therapiestherapies forfor thethe
longlong--termterm maintenancemaintenance ofof SRSR..



Antiarrhytmic Drugs for AFAntiarrhytmic Drugs for AFAntiarrhytmic Drugs for AFAntiarrhytmic Drugs for AF

•• FollowingFollowing thethe resultsresults ofof thethe CASTCAST studystudy::

−−WhichWhich showedshowed thatthat classclass II antiarrhythmicantiarrhythmic
drugsdrugs increaseincrease thethe incidenceincidence ofof deathdeath inin
survivorssurvivors ofof MIMI..

•• andand afterafter thethe resultsresults ofof thethe SWORDSWORD studystudy::

•• FollowingFollowing thethe resultsresults ofof thethe CASTCAST studystudy::

−−WhichWhich showedshowed thatthat classclass II antiarrhythmicantiarrhythmic
drugsdrugs increaseincrease thethe incidenceincidence ofof deathdeath inin
survivorssurvivors ofof MIMI..

•• andand afterafter thethe resultsresults ofof thethe SWORDSWORD studystudy::•• andand afterafter thethe resultsresults ofof thethe SWORDSWORD studystudy::

−−WhereWhere dd--sotalol,sotalol, aa purepure classclass IIIIII agent,agent,
increasedincreased mortality,mortality, mostmost likelylikely relatedrelated toto
proarrhythmicproarrhythmic effecteffect..

•• andand afterafter thethe resultsresults ofof thethe SWORDSWORD studystudy::

−−WhereWhere dd--sotalol,sotalol, aa purepure classclass IIIIII agent,agent,
increasedincreased mortality,mortality, mostmost likelylikely relatedrelated toto
proarrhythmicproarrhythmic effecteffect..

Investigation focused on drugs with multifactorial Investigation focused on drugs with multifactorial 
modes of action.modes of action.
Investigation focused on drugs with multifactorial Investigation focused on drugs with multifactorial 
modes of action.modes of action.



Antiarrhythmic Drugs for AFAntiarrhythmic Drugs for AFAntiarrhythmic Drugs for AFAntiarrhythmic Drugs for AF

Therefore,Therefore, thethe researchresearch forfor classclass
IIIIII agentsagents hashas continued,continued, andand purepure
classclass IIIIII drugsdrugs likelike dofetilidedofetilide andand

Therefore,Therefore, thethe researchresearch forfor classclass
IIIIII agentsagents hashas continued,continued, andand purepure
classclass IIIIII drugsdrugs likelike dofetilidedofetilide andandclassclass IIIIII drugsdrugs likelike dofetilidedofetilide andand
ibutilideibutilide havehave beenbeen investigatedinvestigated inin
clinicalclinical trialstrials andand havehave receivedreceived
approvalapproval forfor clinicalclinical useuse..

classclass IIIIII drugsdrugs likelike dofetilidedofetilide andand
ibutilideibutilide havehave beenbeen investigatedinvestigated inin
clinicalclinical trialstrials andand havehave receivedreceived
approvalapproval forfor clinicalclinical useuse..



•• AAAA DrugsDrugs withwith traditionaltraditional antiarrhythmicantiarrhythmic
mechanismmechanism ofof actionaction

Investigational antiarrhythmic agentsInvestigational antiarrhythmic agents
for treatment of AFfor treatment of AF

Investigational antiarrhythmic agentsInvestigational antiarrhythmic agents
for treatment of AFfor treatment of AF

•• AAAA DrugsDrugs withwith novelnovel mechanismsmechanisms ofof
actionaction



AA Drugs with traditional antiarrhythmic AA Drugs with traditional antiarrhythmic 
mechanism of actionmechanism of action

•• Blockers of multiple ion channels (Class III)Blockers of multiple ion channels (Class III)

Investigational antiarrhythmic agentsInvestigational antiarrhythmic agents
for treatment of AFfor treatment of AF

Investigational antiarrhythmic agentsInvestigational antiarrhythmic agents
for treatment of AFfor treatment of AF

•• Blockers of multiple ion channels (Class III)Blockers of multiple ion channels (Class III)

e.g. azimilidee.g. azimilide

tedisamiltedisamil

ersentilideersentilide

trecetilidetrecetilide

•• Dronedarone (Class IDronedarone (Class I--IV)IV)



AzimilideAzimilideAzimilideAzimilide

PropertiesProperties ofof AzimilideAzimilide

•• BlocksBlocks bothboth IIkrkr andand IIksks channelschannels

•• OralOral bioavailabilitybioavailability greatergreater thanthan 8585%%

•• ProlongsProlongs thethe myocytemyocyte actionaction potential,potential,

PropertiesProperties ofof AzimilideAzimilide

•• BlocksBlocks bothboth IIkrkr andand IIksks channelschannels

•• OralOral bioavailabilitybioavailability greatergreater thanthan 8585%%

•• ProlongsProlongs thethe myocytemyocyte actionaction potential,potential,•• ProlongsProlongs thethe myocytemyocyte actionaction potential,potential,
independentlyindependently ofof heartheart raterate.. DoesDoes notnot havehave
reversereverse useuse dependencedependence..

•• NoNo dosedose adjustmentsadjustments requiredrequired forfor::

−−RenalRenal oror hepatichepatic impairmentimpairment

−−UseUse withwith warfarinwarfarin oror digoxindigoxin

•• ProlongsProlongs thethe myocytemyocyte actionaction potential,potential,
independentlyindependently ofof heartheart raterate.. DoesDoes notnot havehave
reversereverse useuse dependencedependence..

•• NoNo dosedose adjustmentsadjustments requiredrequired forfor::

−−RenalRenal oror hepatichepatic impairmentimpairment

−−UseUse withwith warfarinwarfarin oror digoxindigoxin



ALIVEALIVEALIVEALIVESurvival Curves AllSurvival Curves All--Cause MortalityCause MortalitySurvival Curves AllSurvival Curves All--Cause MortalityCause Mortality

100100

9900

8800

7700

AzimilideAzimilide

PlaceboPlacebo

%
 

%
 S
u
rv
iv
a
l

S
u
rv
iv
a
l

100100

9900

8800

7700

AzimilideAzimilide

PlaceboPlacebo
6600

5500

00 9090 180180 270270 360360

Time since randomization (days)Time since randomization (days)

PlaceboPlacebo

LogLog--rank p=0.74rank p=0.74
6600

5500

00 9090 180180 270270

Time since randomization (days)Time since randomization (days)

360360

PlaceboPlacebo

LogLog--rank p=0.98rank p=0.98

622622
642642

564564
592592

548548
568568

541541
554554

519519
530530

16911691
16901690

15781578
16011601

15421542
15571557

15101510
15261526

14401440
14501450

AzimilideAzimilide
PlaceboPlacebo

Patients at riskPatients at risk

A.J. Camm Circulation 2004A.J. Camm Circulation 2004A.J. Camm Circulation 2004A.J. Camm Circulation 2004



Azimilide in patients with AFAzimilide in patients with AFAzimilide in patients with AFAzimilide in patients with AF

8080

4400

3300

2200

100 100 mg AZmg AZ

PlaceboPlacebo

LogLog--rank p=0.076rank p=0.076

P
e
rc
e
n
t 
a
ch
ie
v
in
g
 S
R

P
e
rc
e
n
t 
a
ch
ie
v
in
g
 S
R

101000

8800

6600

4400%
 

%
 i
n
 A
fi
b

in
 A
fi
b

ALIVEALIVEALIVEALIVE

Spontaneous conversion to SR Spontaneous conversion to SR 
among patients in AF at baselineamong patients in AF at baseline

Prevalence of AF during the trial Prevalence of AF during the trial 
among patients with AF at baselineamong patients with AF at baseline

Pratt et al JACC 2004Pratt et al JACC 2004Pratt et al JACC 2004Pratt et al JACC 2004

1100

00

00 6060 120120 180180 240240 300300 360360

Time since randomization (days)Time since randomization (days)

P
e
rc
e
n
t 
a
ch
ie
v
in
g
 S
R

P
e
rc
e
n
t 
a
ch
ie
v
in
g
 S
R

2200

00

BaselineBaseline WK02WK02 ΜΝΜΝ0044 ΜΝΜΝ0088 ΜΝ12ΜΝ12



TedisamilTedisamilTedisamilTedisamil

PropertiesProperties ofof TedisamilTedisamil

•• BlocksBlocks multiplemultiple membranemembrane ionion channelschannels andand slowsslows
sinussinus raterate..

−− TransientTransient outwardoutward currentcurrent IItoto
−− DelayedDelayed potassiumpotassium rectifierrectifier currentscurrents IIkrkr,, IIksks andand
II

PropertiesProperties ofof TedisamilTedisamil

•• BlocksBlocks multiplemultiple membranemembrane ionion channelschannels andand slowsslows
sinussinus raterate..

−− TransientTransient outwardoutward currentcurrent IItoto
−− DelayedDelayed potassiumpotassium rectifierrectifier currentscurrents IIkrkr,, IIksks andand
IIIIkurkur

•• ProlongsProlongs bothboth atrialatrial andand ventricularventricular actionaction potentialpotential
durationduration

•• TheThe drugdrug isis excretedexcreted viavia thethe kidneykidney

•• HalfHalf--lifelife 88--1313 hshs

•• PossessesPossesses antianginalantianginal andand antianti--ischemicischemic propertiesproperties

•• II..VV.. preparationpreparation

IIkurkur
•• ProlongsProlongs bothboth atrialatrial andand ventricularventricular actionaction potentialpotential
durationduration

•• TheThe drugdrug isis excretedexcreted viavia thethe kidneykidney

•• HalfHalf--lifelife 88--1313 hshs

•• PossessesPossesses antianginalantianginal andand antianti--ischemicischemic propertiesproperties

•• II..VV.. preparationpreparation



Tedisamil for Conversion of AFTedisamil for Conversion of AFTedisamil for Conversion of AFTedisamil for Conversion of AF

100100

9090

8080

7070

6060

5050

4040

Tedisamil 0.4 mg/kgTedisamil 0.4 mg/kg

Tedisamil 0.6 mg/kgTedisamil 0.6 mg/kg

PlaceboPlacebo

P<0.001P<0.001

(n=52)(n=52)

P<0.001P<0.001

(n=(n=442)2)

P=0.001P=0.001

(n=61)(n=61)

P=0.001P=0.001

(n=(n=5353))

N
S
R
 C
o
n
v
e
rs
io
n
 R
a
te
 (
%
)

N
S
R
 C
o
n
v
e
rs
io
n
 R
a
te
 (
%
)

CumulativeCumulative incidenceincidence ofof drugdrug--associatedassociated conversionconversion toto normalnormal sinussinus rhythmrhythm (NSR)(NSR) withinwithin thethe
firstfirst 22..55 hh afterafter drugdrug administrationadministration inin parentsparents withwith atrialatrial fibrillationfibrillation (Afib)(Afib) oror atrialatrial flutterflutter
(Aflu)(Aflu) andand inin thethe entireentire patientpatient populationpopulation.. NumbersNumbers inin parenthesesparentheses indicateindicate patientspatients treatedtreated..

4040

3030

2020

1010

00

AfibAfib AfluAflu All PatientsAll Patients

(n=(n=4646))

P=0.219P=0.219

(n=9)(n=9)

P=0.044P=0.044

(n=11)(n=11)

(n=(n=5959))

N
S
R
 C
o
n
v
e
rs
io
n
 R
a
te
 (
%
)

N
S
R
 C
o
n
v
e
rs
io
n
 R
a
te
 (
%
)

S.H. Hohnloser, JACC 2004S.H. Hohnloser, JACC 2004S.H. Hohnloser, JACC 2004S.H. Hohnloser, JACC 2004



DronedaroneDronedaroneDronedaroneDronedarone

Phase III Clinical TrialsPhase III Clinical TrialsPhase III Clinical TrialsPhase III Clinical Trials

MortalityMortality trial,trial, inin aa highhigh--riskrisk
populationpopulation (LVEF(LVEF <<3535%%))..
MortalityMortality trial,trial, inin aa highhigh--riskrisk
populationpopulation (LVEF(LVEF <<3535%%))..

DoseDose--rangingranging trial,trial, assessingassessing sinussinus
rhythmrhythm maintenancemaintenance inin AFAF patientspatients
undergoingundergoing cardioversioncardioversion..

DoseDose--rangingranging trial,trial, assessingassessing sinussinus
rhythmrhythm maintenancemaintenance inin AFAF patientspatients
undergoingundergoing cardioversioncardioversion..

DAFNE:DAFNE:DAFNE:DAFNE:

ANDROMEDA:ANDROMEDA:ANDROMEDA:ANDROMEDA:

ConfirmatoryConfirmatory trialstrials ofof assessingassessing thethe
efficacyefficacy andand safetysafety ofof dronedaronedronedarone
forfor sinussinus rhythmrhythm maintenancemaintenance inin
patientspatients withwith atrialatrial fiblillationfiblillation..

ConfirmatoryConfirmatory trialstrials ofof assessingassessing thethe
efficacyefficacy andand safetysafety ofof dronedaronedronedarone
forfor sinussinus rhythmrhythm maintenancemaintenance inin
patientspatients withwith atrialatrial fiblillationfiblillation..

AA raterate controlcontrol trialtrial inin patientspatients withwith
permanentpermanent atrialatrial fibrillationfibrillation..
AA raterate controlcontrol trialtrial inin patientspatients withwith
permanentpermanent atrialatrial fibrillationfibrillation..

undergoingundergoing cardioversioncardioversion..undergoingundergoing cardioversioncardioversion..

EURIDISEURIDIS--ADONIS:ADONIS:EURIDISEURIDIS--ADONIS:ADONIS:

ERATO:ERATO:ERATO:ERATO:



DAFNE TrialDAFNE TrialDAFNE TrialDAFNE Trial

DroDroDroDro

Patients with persistent AFPatients with persistent AF
Anticoagulation for 3 weeksAnticoagulation for 3 weeks
Patients with persistent AFPatients with persistent AF
Anticoagulation for 3 weeksAnticoagulation for 3 weeks

800800800800 1200120012001200 1600160016001600

FollowFollow--up on treatment: 6 monthsup on treatment: 6 monthsFollowFollow--up on treatment: 6 monthsup on treatment: 6 months

For 5For 5--7 days7 daysFor 5For 5--7 days7 days

800800800800

If SR was not restored If SR was not restored →→ ECVECVIf SR was not restored If SR was not restored →→ ECVECV

1200120012001200 1600160016001600

Touboul et al Eur Heart J 2003Touboul et al Eur Heart J 2003Touboul et al Eur Heart J 2003Touboul et al Eur Heart J 2003



DAFNE DAFNE DAFNE DAFNE 

Dronedarone for prevention of atrial fibrillation: A dose Dronedarone for prevention of atrial fibrillation: A dose –– ranging study   ranging study   

11..00

0.90.9

0.80.8

0.70.7

0.60.6

0.50.5

0.40.4

Placebo Placebo 

800mg 800mg 

1200mg 1200mg 

1600mg1600mg
S
u
rv
iv
a
l 
fu
n
ct
io
n

S
u
rv
iv
a
l 
fu
n
ct
io
n

The difference in time to atrial fibrillation relaspe between the dronedarone The difference in time to atrial fibrillation relaspe between the dronedarone 
800mg group and the placebo group was significant (P=0.001).   800mg group and the placebo group was significant (P=0.001).   

0.40.4

0.30.3

0.20.2

0.10.1

0.00.0

00 3030 6600 9900 121200 151500 181800 DaysDays

4848

5454

5454

4343

1212

2929

1414

1515

1111

2626

1313

1212

88

2525

1212

1111

88

2424

1111

1111

77

2121

1111

99

55

1818

99

88

S
u
rv
iv
a
l 
fu
n
ct
io
n

S
u
rv
iv
a
l 
fu
n
ct
io
n

Touboul et al Eur Heart J 2003Touboul et al Eur Heart J 2003Touboul et al Eur Heart J 2003Touboul et al Eur Heart J 2003

Placebo n exp.= Placebo n exp.= 

800mg n exp.=  800mg n exp.=  

1200mg n exp.=  1200mg n exp.=  

1600mg n exp.= 1600mg n exp.= 



DAFNE trialDAFNE trialDAFNE trialDAFNE trial

Dronedarone,Dronedarone, atat aa 800800mgmg dailydaily dose,dose,
appearsappears toto bebe effectiveeffective andand safesafe forfor thethe
Dronedarone,Dronedarone, atat aa 800800mgmg dailydaily dose,dose,
appearsappears toto bebe effectiveeffective andand safesafe forfor thethe

ConclusionConclusionConclusionConclusion

appearsappears toto bebe effectiveeffective andand safesafe forfor thethe
preventionprevention ofof AFAF relapsesrelapses afterafter
cardioversioncardioversion.. TheThe absenceabsence ofof thyroidthyroid
sideside effectseffects andand ofof proarrhythmiaproarrhythmia areare
importantimportant featuresfeatures ofof thethe drugdrug..

appearsappears toto bebe effectiveeffective andand safesafe forfor thethe
preventionprevention ofof AFAF relapsesrelapses afterafter
cardioversioncardioversion.. TheThe absenceabsence ofof thyroidthyroid
sideside effectseffects andand ofof proarrhythmiaproarrhythmia areare
importantimportant featuresfeatures ofof thethe drugdrug..



Investigational antiarrhythmic agentsInvestigational antiarrhythmic agents
for treatment of AFfor treatment of AF

Investigational antiarrhythmic agentsInvestigational antiarrhythmic agents
for treatment of AFfor treatment of AF

AAAA DrugsDrugs withwith novelnovel mechanismsmechanisms ofof actionaction
•• AtrialAtrial ionion channelschannels selectiveselective agentsagents (Ikur(Ikur blockers)blockers)

ee..gg.. RSDRSD 12351235
AVEAVE 12311231

•• SelectiveSelective adenosineadenosine AA11--blockersblockers
ee..gg.. tecadenosontecadenoson

AAAA DrugsDrugs withwith novelnovel mechanismsmechanisms ofof actionaction
•• AtrialAtrial ionion channelschannels selectiveselective agentsagents (Ikur(Ikur blockers)blockers)

ee..gg.. RSDRSD 12351235
AVEAVE 12311231

•• SelectiveSelective adenosineadenosine AA11--blockersblockers
ee..gg.. tecadenosontecadenosonee..gg.. tecadenosontecadenoson

•• StretchStretch receptorreceptor antagonistsantagonists
GsMtxGsMtx44

•• SerotoninSerotonin receptorreceptor antagonistsantagonists
piboserodpiboserod

•• GAPGAP JunctionJunction ModulatorsModulators
ee..gg.. ZPZP 123123

AAPAAP 1010
•• RAASRAAS AntagonistsAntagonists

ACEACE--11
ARBsARBs

ee..gg.. tecadenosontecadenoson
•• StretchStretch receptorreceptor antagonistsantagonists

GsMtxGsMtx44
•• SerotoninSerotonin receptorreceptor antagonistsantagonists

piboserodpiboserod
•• GAPGAP JunctionJunction ModulatorsModulators
ee..gg.. ZPZP 123123

AAPAAP 1010
•• RAASRAAS AntagonistsAntagonists

ACEACE--11
ARBsARBs



Properties of RSD 1235Properties of RSD 1235Properties of RSD 1235Properties of RSD 1235

•• AA frequencyfrequency dependentdependent NaNa++ channelchannel blockerblocker
andand atrialatrial selectiveselective KK++ channelchannel blockerblocker..

•• ProlongsProlongs selectivelyselectively thethe atrialatrial refractoryrefractory
periodperiod..

•• AA frequencyfrequency dependentdependent NaNa++ channelchannel blockerblocker
andand atrialatrial selectiveselective KK++ channelchannel blockerblocker..

•• ProlongsProlongs selectivelyselectively thethe atrialatrial refractoryrefractory
periodperiod..

•• DoesDoes notnot appearappear toto affectaffect ventricularventricular
refractorinessrefractoriness oror QTQT intervalinterval..

•• II..VV.. RSDRSD 12351235 appearsappears toto bebe efficaciousefficacious andand
safesafe forfor recentrecent onsetonset AFAF conversionconversion toto sinussinus
rhythmrhythm..

•• DoesDoes notnot appearappear toto affectaffect ventricularventricular
refractorinessrefractoriness oror QTQT intervalinterval..

•• II..VV.. RSDRSD 12351235 appearsappears toto bebe efficaciousefficacious andand
safesafe forfor recentrecent onsetonset AFAF conversionconversion toto sinussinus
rhythmrhythm..

Roy et al JACC 2004;44:2355Roy et al JACC 2004;44:2355--6161Roy et al JACC 2004;44:2355Roy et al JACC 2004;44:2355--6161



ConclusionsConclusionsConclusionsConclusions

••Currently,Currently, raterate controlcontrol andand anticoagulationanticoagulation isis thethe
treatmenttreatment ofof choicechoice inin elderly,elderly, minimallyminimally symptomaticsymptomatic
patientspatients..

•• ForFor thethe youngeryounger patientspatients withoutwithout riskrisk factorsfactors forfor stroke,stroke,
thethe highlyhighly symptomaticsymptomatic patientspatients oror thethe patientspatients withwith
paroxysmalparoxysmal AFAF withoutwithout structuralstructural heartheart disease,disease, rhythmrhythm

••Currently,Currently, raterate controlcontrol andand anticoagulationanticoagulation isis thethe
treatmenttreatment ofof choicechoice inin elderly,elderly, minimallyminimally symptomaticsymptomatic
patientspatients..

•• ForFor thethe youngeryounger patientspatients withoutwithout riskrisk factorsfactors forfor stroke,stroke,
thethe highlyhighly symptomaticsymptomatic patientspatients oror thethe patientspatients withwith
paroxysmalparoxysmal AFAF withoutwithout structuralstructural heartheart disease,disease, rhythmrhythmparoxysmalparoxysmal AFAF withoutwithout structuralstructural heartheart disease,disease, rhythmrhythm
controlcontrol mightmight bebe preferablepreferable.. CarefullyCarefully designeddesigned trialstrials areare
requiredrequired toto definedefine thethe rolerole ofof pharmacologicalpharmacological rhythmrhythm
controlcontrol inin thisthis AFAF populationpopulation..

•• TheThe promisingpromising newnew antiarrhythmicantiarrhythmic agentsagents thatthat areare
undergoingundergoing investigation,investigation, offeroffer aa prospectprospect ofof anan effectiveeffective
andand safersafer antiarrhythmicantiarrhythmic therapytherapy forfor thethe AFAF patientspatients..

ToTo testifytestify thethe aboveabove moremore clinicalclinical trialstrials areare neededneeded..

paroxysmalparoxysmal AFAF withoutwithout structuralstructural heartheart disease,disease, rhythmrhythm
controlcontrol mightmight bebe preferablepreferable.. CarefullyCarefully designeddesigned trialstrials areare
requiredrequired toto definedefine thethe rolerole ofof pharmacologicalpharmacological rhythmrhythm
controlcontrol inin thisthis AFAF populationpopulation..

•• TheThe promisingpromising newnew antiarrhythmicantiarrhythmic agentsagents thatthat areare
undergoingundergoing investigation,investigation, offeroffer aa prospectprospect ofof anan effectiveeffective
andand safersafer antiarrhythmicantiarrhythmic therapytherapy forfor thethe AFAF patientspatients..

ToTo testifytestify thethe aboveabove moremore clinicalclinical trialstrials areare neededneeded..


