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Zusammenfassung

        
Das neue Antiarrhythmikum Dronedaron (SR 33 589) ist
als Benzofuranderivat strukturell mit Amiodaron verwandt. Dronedaron
hat keine Jodkomponente, es besitzt jedoch eine zusätzliche Methansulfonylgruppe
und ist dadurch deutlich weniger lipophil als Amiodaron, und hat
deshalb auch eine wesentlich kürzere Halbwertszeit. Die elektrophysiologischen
Eigenschaften beider Substanzen sind einander ähnlich,
sie zeigen mit der Hemmung von Na+, K+,
und Ca2+-Strömen Charakteristika aller
vier Vaughan-Williams-Klassen . Die Substanz ist einer sorgfältigen
klinischen Evaluierung unterzogen worden. In einer Placebo-kontrollierten
Dosisfindungsstudie (DAFNE) erwies sich eine Tagesdosis von 800 mg als
effektivste und gut verträgliche Dosierung. Zwei im Design
identische Effektivitätsstudien (EURIDIS und ADONIS) zeigten,
dass Dronedaron im Vergleich zu Placebo bezüglich des primären Studienendpunkts,
Erhalt von Sinusrhythmus, hochsignifikant überlegen war.
Die ERATO-Studie belegte die frequenzstabilisierenden Eigenschaften
von Dronedaron. In der ATHENA-Morbiditäts-/Mortalitätsstudie
wurde unter Dronedaron der primäre kombinierte Endpunkt
Tod oder Krankenhauseinweisung wegen kardiovaskulärer Ereignisse
signifikant seltener als unter Placebo erreicht. Aufgrund der dokumentierten Reduktion
der kardiovaskulären Mortalität und von Krankenhauseinweisungen
sowie der guten Verträglichkeit bei guter antiarrhythmischer bzw.
frequenzstabilisierender Wirkung stellt Dronedaron eine Bereicherung
des therapeutischen Spektrums dar.


      
        
Abstract

        
The new antiarrhythmic drug dronedarone (SR 33 589)
is a benzofuran derivative structurally similar to amiodarone, however
is noniodinated. The additional methansulfonylgroup renders it less
lipophilic, with a substantially shorter half-life, compared to
the parent compound. The electrophysiological properties of both
agents are similar with inhibition of Na+, K+,
and Ca++ currents (all Vaughan-Williams
classes). The agent has been evaluated in a large clinical study
program. The daily dose of dronedarone 800 mg has been
shown (DAFNE) to be effective and well tolerated. In two design-identical
randomised clinical trials (EURIDIS and ADONIS trial) the efficacy
of dronedarone to maintain sinus rhythm in patients with chronic
atrial fibrillation/flutter was shown to be clearly superior
to placebo. The ERATO study showed the rate control properties of
dronedarone. In the ATHENA morbidity/mortality study, the
combined endpoint death or hospitalisation due to cardiovascular
events occurred significantly less often in the dronedarone group
compared to the placebo group. Particularly due to its beneficial
effects on clinical outcomes such as cardiovascular hospitalizations
and death in the context of high tolerability dronedarone appears
to be a promising new antiarrhythmic compound.


      

Schlüsselwörter

Antiarrhythmika - Vorhofflimmern - klinisches Programm




Keywords

antiarrhythmic drugs - atrial fibrillation - atrial flutter - clinical program






Literatur


	
[bookmark: RUB-53-1]1 
              AFFIRM Investigators .
              Relationships Between Sinus Rhythm, Treatment, and Survival
in the Atrial Fibrillation Follow-Up Investigation of Rhythm Management
(AFFIRM) Study. 
              Circulation. 
              2004; 
              109 
              1509-1513 
            



Google Scholar





	
[bookmark: RUB-53-2]2 
              Chatelain P, Meysmans L, Matteazzi J R, Beaufort P, Clinet M. 
              Interaction of the antiarrhythmic agents
SR 33589 and amiodarone with the beta-adrenoceptor and
adenylate cyclase in rat heart. 
              Br J Pharmacol. 
              1995; 
              116 
              1949-56 
            



Google Scholar





	
[bookmark: RUB-53-3]3 
              Connolly S J, Crijns H J, Torp-Pedersen C. et al .
              Analysis of stroke in ATHENA:
a placebo-controlled, double-blind, parallel-arm trial to assess
the efficacy of dronedarone 400 mg BID for the prevention of cardiovascular
hospitalization or death from any cause in patients with atrial
fibrillation/atrial flutter. 
              Circulation. 
              2009; 
              120 
              1174-1180 
            



Google Scholar





	
[bookmark: RUB-53-4]4 
              Cook G E, Sasich L D, Sukkari S R. 
              DIONYSOS study comparing dronedarone with
amiodarone. 
              BMJ. 
              2010; 
              340 
              168 
            



Google Scholar





	
[bookmark: RUB-53-5]5 
              Davy J M, Herold M, Hoglund C. et al .
              Dronedarone for the control of ventricular
rate in permanent atrial fibrillation: the Efficacy and safety of
dRonedArone for the cOntrol of ventricular rate during atrial fibrillation
(ERATO) study. 
              Am Heart J. 
              2008; 
              156 
              527 e1-9 
            



Google Scholar





	
[bookmark: RUB-53-6]6 
              Doggrell S A, Hancox J C. 
              Dronedarone:
an amiodarone analogue. 
              Expert Opin Investig Drugs. 
              2004; 
              13 
              415-26 
            



Google Scholar





	
[bookmark: RUB-53-7]7 European Medicines Agency
(EMEA) .Assment Report for Multay. http://www.ema.europa.eu/humandocs/PDFs/EPAR/multaq/h-1043en6.pdf Zugriff am 3.3.2010 



Google Scholar





	
[bookmark: RUB-53-8]8 
              Fuster V, Ryden L E, Cannom D S. et al .
              ACC/AHA/ESC
2006 Guidelines for the Management of Patients With Atrial Fibrillation
A Report of the American College of Cardiology/American
Heart Association Task Force on Practice Guidelines and the European
Society of Cardiology Committee for Practice Guidelines (Writing
Committee to Revise the 2001 Guidelines for the Management of Patients
With Atrial Fibrillation). 
              J Am Coll Cardiol. 
              2006; 
              48 
              e149-246 
            



Google Scholar





	
[bookmark: RUB-53-9]9 
              Go A S, Hylek E M, Phillips K A. et al .
              Prevalence of Diagnosed
Atrial Fibrillation in Adults: National Implications for Rhythm
Management and Stroke Prevention: the AnTicoagulation and Risk Factors
In Atrial Fibrillation (ATRIA) Study. 
              JAMA. 
              2001; 
              285 
              2370-2375 
            



Google Scholar





	
[bookmark: RUB-53-10]10 
              Hodeige D, Heyndrickx J P, Chatelain P, Manning A. 
              SR 33 589,
a new amiodarone-like antiarrhythmic agent: anti-adrenoceptor activity
in anaesthetized and conscious dogs. 
              Eur J Pharmacol. 
              1995; 
              279 
              25-32 
            



Google Scholar





	
[bookmark: RUB-53-11]11 
              Hohnloser S H, Crijns H JGM, van Eickels M. et al .
              Effect of Dronedarone on
Cardiovascular Events in Atrial Fibrillation. 
              N Engl J
Med. 
              2009; 
              360 
              668-678 
            



Google Scholar





	
[bookmark: RUB-53-12]12 
              Hohnloser S H, Klingenheben T, Singh B N. 
              Amiodarone-associated proarrhythmic effects.
A review with special reference to torsade de pointes tachycardia. 
              Ann Intern Med. 
              1994; 
              121 
              529-535 
            



Google Scholar





	
[bookmark: RUB-53-13]13 
              Hohnloser S H, Kuck K H, Lilienthal J. 
              Rhythm or rate control in atrial fibrillation – Pharmacological
Intervention in Atrial Fibrillation (PIAF): a randomised trial. 
              Lancet. 
              2000; 
              356 
              1789-1794 
            



Google Scholar





	
[bookmark: RUB-53-14]14 
              Kathofer S, Thomas D, Karle C A. 
              The novel antiarrhythmic drug dronedarone: comparison with amiodarone. 
              Cardiovasc Drug Rev. 
              2005; 
              23 
              217-230 
            



Google Scholar





	
[bookmark: RUB-53-15]15 
              Kober L, Torp-Pedersen C, McMurray J JV. et al .
              Increased Mortality after
Dronedarone Therapy for Severe Heart Failure. 
              N Engl J
Med. 
              2008; 
              358 
              2678-2687 
            



Google Scholar





	
[bookmark: RUB-53-16]16 
              Lafuente-Lafuente C, Mouly S, Longas-Tejero M A, Bergmann J F. 
              Antiarrhythmics
for maintaining sinus rhythm after cardioversion of atrial fibrillation. 
              Cochrane Database Syst Rev. 
              2007CD005049; 
            



Google Scholar





	
[bookmark: RUB-53-17]17 
              Lalevee N, Nargeot J, Barrere-Lemaire S, Gautier P, Richard S. 
              Effects of amiodarone and dronedarone on voltage-dependent sodium
current in human cardiomyocytes. 
              J Cardiovasc Electrophysiol. 
              2003; 
              14 
              885-890 
            



Google Scholar





	
[bookmark: RUB-53-18]18 
              Miyasaka Y, Barnes M E, Gersh B J. et al .
              Secular trends in incidence
of atrial fibrillation in Olmsted County, Minnesota, 1980 to 2000,
and implications on the projections for future prevalence. 
              Circulation. 
              2006; 
              114 
              119-125 
            



Google Scholar





	
[bookmark: RUB-53-19]19 
              Naccarelli G V, Wolbrette D L, Khan M. et al .
              Old and new antiarrhythmic drugs for converting
and maintaining sinus rhythm in atrial fibrillation: comparative
efficacy and results of trials. 
              Am J Cardiol. 
              2003; 
              91 
              15D-26D 
            



Google Scholar





	
[bookmark: RUB-53-20]20 
              Roy D, Talajic M, Nattel S. et
al .
              Rhythm Control versus Rate Control for Atrial Fibrillation
and Heart Failure. 
              N Engl J Med. 
              2008; 
              358 
              2667-2677 
            



Google Scholar





	
[bookmark: RUB-53-21]21 Sanofi-Aventis. Multaq (Dronedarone)
briefing document for the Advisory Committee Meeting of the Cardiovascular
and Renal Drugs Division of the US Food and Drug Administration,
March 18, 2009. http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/CardiovascularandRenalDrugsAdvisoryCommittee/UCM134981.pdf Letzter Zugriff 3.3.2010 



Google Scholar





	
[bookmark: RUB-53-22]22 Sanofi-Aventis. Fachinformation
Multaq 400 mg Filmtabletten. Stand Dezember 2009. http://www.fachinformation.de Letzter Zugriff 3.3.2010 



Google Scholar





	
[bookmark: RUB-53-23]23 
              Singh B N, Connolly S J, Crijns H J. et al .
              Dronedarone for maintenance
of sinus rhythm in atrial fibrillation or flutter. 
              N Engl
J Med. 
              2007; 
              357 
              987-999 
            



Google Scholar





	
[bookmark: RUB-53-24]24 Torp-Pedersen C, Page R, Connolly S. The effect of dronedarone on hospitalizations in patients with
atrial fibrillation. Results from the ATHENA study (Abstract 41 019)
Vortrag bei American Heart Association 2008 Scientific Sessions;. New Orleans, USA; 8.-12. November 2008 



Google Scholar





	
[bookmark: RUB-53-25]25 
              Touboul P, Brugada J, Capucci A, Crijns H J. et al .
              Dronedarone
for prevention of atrial fibrillation: a dose-ranging study. 
              Eur
Heart J. 
              2003; 
              24 
              1481-1487 
            



Google Scholar





	
[bookmark: RUB-53-26]26 
              Valderrama A L, Dunbar S B, Mensah G A. 
              Atrial fibrillation: public health implications. 
              Am J Prev Med. 
              2005; 
              29 
              75-80 
            



Google Scholar





	
[bookmark: RUB-53-27]27 
              Van Gelder I C, Hagens V E, Bosker H A. et al .
              A comparison of rate control
and rhythm control in patients with recurrent persistent atrial
fibrillation. 
              N Engl J Med. 
              2002; 
              3 47 
              1834-1840 
            



Google Scholar





	
[bookmark: RUB-53-28]28 
              Wyse D G, Waldo A L, DiMarco J P. et al .
              A comparison of rate control
and rhythm control in patients with atrial fibrillation. 
              N
Engl J Med. 
              2002; 
              347 
              1825-1833 
            



Google Scholar





	
[bookmark: RUB-53-29]29 
              Zareba K M. 
              Dronedarone: a new antiarrhythmic agent. 
              Drugs Today
(Barc). 
              2006; 
              42 
              75-86 
            



Google Scholar









[bookmark: SIG1]Prof. Dr. Stefan H. Hohnloser



Medizinische Klinik III, Kardiologie, Abteilung
Klinische Elektrophysiologie, J. W. Goethe Universität




Theodor-Stern-Kai 7




60590 Frankfurt




Phone: 069/6301-7404




Fax: 069/6301-7017




Email: Hohnloser@em.uni-frankfurt.de
























  >
  
  

    
  

  
    
      
        

      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 3.231.229.83
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  