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Zusammenfassung


Die medikamentöse Epilepsietherapie ist nach wie vor die Standardbehandlung, mit der bei der Mehrzahl der Patienten eine befriedigende Anfallskontrolle ohne Inkaufnahme unzumutbarer Nebenwirkungen erreicht wird. Durch neue Antikonvulsiva wurden die Therapiemöglichkeiten erweitert, Unterschiedliche Zulassungen, pharmakologische Profile, Generika und naturgemäß fehlende Langzeitverträglichkeitsdaten machen es aber nicht immer einfach und übersichtlich, welche Strategien derzeit empfehlenswert sind. Die hier vorgelegte Übersicht fasst den gegenwärtigen Standard zusammen und kommentiert die medikamentöse Erstauswahl, das Vorgehen bei Scheitern der ersten Therapie, das Phänomen der Pharmakoresistenz und besondere Aspekte wie das Konzept der rationalen Pharmakotherapie, den Umgang mit Generika und die Besonderheiten im Umgang mit Schwangerschaft.
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Abstract


The adminstration of drugs is still the standard therapy for epilepsies. In the majority of patients, satisfying seizure control without intolerable adverse effects is achieved. As a consequence of new antiepileptic drugs therapeutic possibilities have improved. However, different labellings, varying pharmacological profiles, generics and apparently a lack of long-term data on tolerability sometimes make it difficult to decide and understand which strategy is best. This update review summarises the current standards and comments on the first drug choice, the strategy if the first therapy fails, the phenomenon of drug resistance, and special aspects such as the concept of so-called rational antiepileptic drug therapy, the appropriate use of generics and during pregnancy, respectively.





[bookmark: N10979]
Schlüsselwörter

Epilepsie - 
Antikonvulsiva - 
Wirksamkeit - 
Verträglichkeit - 
Empfehlungen




[bookmark: N1098F]
Key words

epilepsy - 
anticonvulsants - 
serum concentration - 
recommendations



 

[bookmark: ]

[bookmark: N10E4B]
	
Literatur


	
[bookmark: R0517-0001]1 Steinhoff BJ. Antiepileptic therapy with bromides – historical and actual importance. J Hist Neurosci 1992; 1: 119-123 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0002]2 Hauptmann A. Luminal bei Epilepsie. Münch Med Wschr 1912; 59: 1907-1909 





PubMedGoogle Scholar





	
[bookmark: R0517-0003]3 Steinhoff BJ. Der Epilepsiepatient in der Praxis. ComMed; Basel: 2005 





Google Scholar





	
[bookmark: R0517-0004]4 Reynolds EH. Mental effects of antiepileptic medication: A review. Epilepsia 1983; 24 (Suppl. 02) 85.95 





PubMedGoogle Scholar





	
[bookmark: R0517-0005]5 Reynolds EH, Shorvon SD. Monotherapy or polytherapy for epilepsy. Epilepsia 1981; 22: 1-10 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0006]6 Shorvon SD, Reynolds EH. Unnecessary polypharmacy for epilepsy. Br Med J 1977; 1 (6077) 1635-1637 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0007]7 Shorvon SD, Reynolds EH. Reduction in polypharmacy for epilepsy. Br Med J 1979; 2 (6197) 1023-1025 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0008]8 Porter RJ. How to use antiepileptic drugs. In: Antiepileptic Drugs. fourth Edition Hrsg Von Levy RH, Mattson RH, Meldrum BS. Raven Press; New York: 1995: 137-148 





Google Scholar





	
[bookmark: R0517-0009]9 Deckers CL, Hekster YA, Keyser A et al. Monotherapy versus polytherapy for epilepsy: a multicenter double-blind randomized study. Epilepsia 2001; 42: 1389-1394 





PubMedGoogle Scholar





	
[bookmark: R0517-0010]10 Diener HC, Putzki N, Berlit P et al Hrsg Leitlinien für Diagnostik und Therapie in der Neurologie. 4. überarbeitete Auflage Georg Thieme Verlag; Stuttgart, New York: 2008 





Google Scholar





	
[bookmark: R0517-0011]11 Staack AM, Jürges U, Kurth C et al. Unterschiedlicher Effekt von Monotherapien mit Carbamazepin, Oxcarbazepin und Lamotrigin auf klinisch relevante Laborparameter. Z Epiletol 2007; 20: 135-142 





PubMedGoogle Scholar





	
[bookmark: R0517-0012]12 Relling MV, Pui CH, Sandlund JT et al. Adverse effect of anticonvulsants on efficacy of chemotherapy for acute lymphoblastic leukaemia. Lancet 2000; 22; 356 (9226) 285-290 234 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0013]13 Sheth RD, Harden CL. Screening for bone health in epilepsy. Epilepsia 2007; 48 (Suppl. 09) 39-41 





PubMedGoogle Scholar





	
[bookmark: R0517-0014]14 Mattson RH, Cramer JA, Collins JF et al. Comparison of carbamazepine, phenobarbital, phenytoin and primidone in partial and secondarily generalized tonic-clonic seizures. N Engl J Med 1985; 313: 145-151 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0015]15 Mattson RH, Cramer JA, Collins JF. 
and the Department of Veterans Affairs Epilepsy Cooperative Study No. 264 Group
. A comparison of valproate with carbamazepine for the treatment of complex partial and secondarily generalized tonic-clonic seizures in adults. N Engl J Med 1992; 327: 765-771 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0016]16 Heller AJ, Chesterman P, Elwes RDC et al. Phenobarbitone, phenytoin, carbamazepine, or sodium valproate for newly diagnosed adult epilepsy: A randomized comparative monotherapy trial. J Neurol Neurosurg Psychiatry 1995; 58: 44-50 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0017]17 Brodie MJ, Perucca E, Ryvlin P et al. 
Levetiracetam Monotherapy Study Group
. Comparison of levetiracetam and controlled-release carbamazepine in newly diagnosed epilepsy. Neurology 2007; 68: 402-408 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0018]18 Kwan P, Brodie MJ, Kälviäinen R et al. Efficacy and safety of pregabalin versus lamotrigine in patients with newly diagnosed partial seizures: a phase 2, double-blind, randomised, parallel-group trial. Lancet Neurol 2011; 10: 881-890 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0019]19 Brodie MJ, Richens A, Yuen AWC. Double-blind comparison of lamotrigine and carbamazepine in newly diagnosed epilepsy. Lancet 1995; 345: 476-479 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0020]20 Brodie MJ, Overstall PW, Giorgi L. Multicentre, double-blind, randomised comparison between lamotrigine and carbamazepine in elderly patients with newly diagnosed epilepsy. The UK Lamotrigine Elderly Study Group. Epilepsy Res 1999; 37: 81-87 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0021]21 Chadwick D. Safety and efficacy of vigabatrin and carbamazepine in newly diagnosed epilepsy: a multicentre randomised double-blind study. Vigabatrin European Monotherapy Study Group. Lancet 1999; 354: 13-19 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0022]22 Chadwick DW, Anhut H, Greiner MJ et al. A double-blind trial of gabapentin monotherapy for newly diagnosed partial seizures. International Gabapentin Monotherapy Study Group 945-77. Neurology 1998; 51: 1282-1288 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0023]23 Dam M, Ekberg R, Loyning Y et al. A double-blind study comparing oxcarbazeoine and carbamazepine in patients with newly diagnosed, previously untreated epilepsy. Epilepsy Res 1989; 3: 70-76 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0024]24 Privitera MD, Brodie MJ, Mattson RH et al. 
EPMN 105 Study Group
. Topiramate, carbamazepine and valproate monotherapy: double-blind comparison in newly diagnosed epilepsy. Acta Neurol Scand 2003; 107: 165-175 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0025]25 Reunanen M, Dam M, Yuen AW. A randomised open multicentre comparative trial of lamotrigine and carbamazepine as monotherapy in patients with newly diagnosed or recurrent epilepsy. Epilepsy Res 1996; 23: 149-155 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0026]26 Steinhoff BJ, Ueberall MA, Siemes H et al. 
and the LAM-SAFE Study Group
. The LAM-SAFE Study: Lamotrigine versus carbamazepine or valproic acid in newly diagnosed focal and generalized epilepsies in adolescents and adults. Seizure 2005; 14: 597-605 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0027]27 Christe W, Krämer G, Vigonius U et al. 
and the International Oxcarbazepine/Valproate Trial Group
. A double-blind controlled clinical trial of oxcarbazepine versus sodium valproate in adults with newly diagnosed epilepsy. Epilepsy Res 1997; 26: 451-460 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0028]28 Guerreiro MM, Vigonius U, Pohlmann H et al. A double-blind controlled, clinical trial of oxcarbazepine versus phenytoin in children and adolescents with epilepsy. Epilepsy Res 1997; 27: 205-213 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0029]29 Steiner TJ, Dellaportas CL, Findley LJ et al. Lamotrigine monotherapy in newly diagnosed untreated epilepsy: a double-blind comparison with phenytoin. Epilepsia 1999; 40: 601-607 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0030]30 Kälviäinen R, Aikia M, Saukkonen AM et al. Vigabatrin vs carbamazepine monotherapy in patients with newly diagnosed epilepsy. A randomized, controlled study. Arch Neurol 1995; 52: 989-996 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0031]31 Tanganelli P, Regetsa G. Vigabatrin versus carbamazepine monotherapy in newly diagnosed focal epilepsy: a randomised response conditional cross-over study. Epilepsy Res 1996; 25: 257-262 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0032]32 Chadwick D. Safety and efficacy of vigabatrin and carbamazepine in newly diagnosed epilepsy: a multicentre randomised double-blind study. Vigabatrin European Monotherapy Study Group. Lancet 1999; 354: 13-19 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0033]33 Baulac M, Brodie M. Comparison of zonisamide and carbamazepine monotherapy in adults with newly diagnosed partial epilepsy: preliminary results of a phase III, randomized, double-blind, noninferiority trial. Epilepsia 2011; M52 (Suppl. 06) 263 





PubMedGoogle Scholar





	
[bookmark: R0517-0034]34 Marson AG, Al-Kharusi AM, Alwaidh M et al. 
SANAD Study group
. The SANAD study of effectiveness of carbamazepine, gabapentin, lamotrigine, oxcarbazepine, or topiramate for treatment of partial epilepsy: an unblinded randomised controlled trial. Lancet 2007; 369 (9566) 1000-1015 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0035]35 Rowan AJ, Ramsay RE, Collins JF et al. 
VA Cooperative Study 428 Group
. New onset geriatric epilepsy: a randomized study of gabapentin, lamotrigine, and carbamazepine. Neurology 2005; 14; 64 (11) 1868-1873 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0036]36 Arif H, Buchanan R, Pierro J et al. Comparative effectiveness of 10 antiepileptic drugs in older adults with epilepsy. Arch Neurol 2010; 67: 408-415 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0037]37 Beghi E, De Maria G, Gobbi G et al. Diagnosis and treatment of the first epileptic seizure: Guidelines of the Italian League against Epilepsy. Epilepsia 2006; 47 (Suppl. 05) 2-8 





PubMedGoogle Scholar





	
[bookmark: R0517-0038]38 French JA, Kanner AM, Bautista J et al. 
American Academy of Neurology Therapeutics and Technology Assessment Subcommittee; American Academy of Neurology Quality Standards Subcommittee; American Epilepsy Society Therapeutics and Technology Assessment Subcommittee; American Epilepsy Society Quality Standards Subcommittee
. Efficacy and tolerability of the new antiepileptic drugs, II: Treatment of refractory epilepsy: report of the TTA and QSS Subcommittees of the American Academy of Neurology and the American Epilepsy Society. Epilepsia 2004; 45 (05) 410-423 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0039]39 French JA, Kanner AM, Bautista J et al. 
Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology; Quality Standards Subcommittee of the American Academy of Neurology; American Epilepsy Society
. Efficacy and tolerability of the new antiepileptic drugs I: treatment of new onset epilepsy: report of the Therapeutics and Technology Assessment Subcommittee and Quality Standards Subcommittee of the American Academy of Neurology and the American Epilepsy Society. Neurology 2004; 27: 1252-1260 





PubMedGoogle Scholar





	
[bookmark: R0517-0040]40 French JA, Kanner AM, Bautista J et al. 
Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology; Quality Standards Subcommittee of the American Academy of Neurology; American Epilepsy Society
. Efficacy and tolerability of the new antiepileptic drugs II: treatment of refractory epilepsy: report of the Therapeutics and Technology Assessment Subcommittee and Quality Standards Subcommittee of the American Academy of Neurology and the American Epilepsy Society. Neurology 2004; 27: 1261-1273 





PubMedGoogle Scholar





	
[bookmark: R0517-0041]41 
Commission on Classification and Terminology of the International League against Epilepsy
. Proposal for revised classification of epilepsies and epileptic syndromes. Epilepsia 1989; 30: 389-399 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0042]42 Steinhoff BJ, Bast T. Vademecum Antiepilepticum 2011/2012. 21. überarbeitete Aufl deutsche Gesellschaft für Epileptologie; Berlin: 2011 





Google Scholar





	
[bookmark: R0517-0043]43 Marson AG, Al-Kharusi AM, Alwaidh M et al. 
SANAD Study group
. The SANAD study of effectiveness of valproate, lamotrigine, or topiramate for generalised and unclassifiable epilepsy: an unblinded randomised controlled trial. Lancet 2007; 369 (9566) 1016-1026 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0044]44 Guerrini R, Dravet C, Genton P et al. Lamotrigine and seizure aggravation in severe myoclonic epilepsy. Epilepsia 1998; 39: 508-512 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0045]45 Kwan P, Brodie MJ. Early identification of refractory epilepsy. N Engl J Med 2000; 342: 314-319 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0046]46 Kwan P, Brodie MJ. Epilepsy after the first drug fails: substitution or add-on?. Seizure 2000; 9: 464-468 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0047]47 Beghi E, Gatti G, Tonini C et al. 
BASE Study Group
. Adjunctive therapy versus alternative monotherapy in patients with partial epilepsy failing on a single drug: a multicentre, randomised, pragmatic controlled trial. Epilepsy Res 2003; 57: 1-13 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0048]48 Luciano AL, Shorvon SD. Results of treatment changes in patients with apparently drug-resistant chronic epilepsy. Ann Neurol 2007; 62 (04) 375-381 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0049]49 Callaghan BC, Anand K, Hesdorffer D et al. Likelihood of seizure remission in an adult population with refractory epilepsy. Ann Neurol 2007; 62 (04) 382-389 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0050]50 Kwan P, Arzimanoglou A, Berg AT et al. Definition of drug resistant epilepsy: consensus proposal by the ad hoc Task Force of the ILAE Commission on Therapeutic Strategies. Epilepsia 2010; 51 (06) 1069-1077 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0051]51 Wiebe S, Blume WT, Girvin JP et al. Effectiveness and Efficiency of Surgery for Temporal Lobe Epilepsy Study Group. A randomized, controlled trial of surgery for temporal-lobe epilepsy. N Engl J Med 2001; 2; 345: 311-318 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0052]52 Steinhoff BJ. Auf(s) Neue freuen: Alternative Wirkansätze in der AED-Therapie. Neurologisch 2012; im Druck 





PubMedGoogle Scholar





	
[bookmark: R0517-0053]53 Bialer M, Johannessen SI, Levy RH et al. Progressreport on new antiepileptic drugs: A summary on the Tenth Eilat Conference (Eilat X). Epilepsy Res 2010; 92: 89-124 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0054]54 Sake J-K, Hebert D, Isojärvi J et al. A pooled analysis of lacosamide clinical trial data grouped by mechanisms of action of concomitant antiepileptic drugs. CNS Drugs 2010; 24: 1055-1068 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0055]55 Kurth C, Steinhoff BJ. Long-term treatment of 107 patients with lacosamide – experience of the Epilepsy Center Kork. 65th AES conference, Baltimore, P 2.272 





PubMedGoogle Scholar





	
[bookmark: R0517-0056]56 Harden CL, Cohn A, Lowe M et al. Initial post marketing experience with lacosamide in adult patients with epilepsy. Epilepsy Res 2012; 98: 260-263 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0057]57 Stephen LJ, Forsyth M, Kelly K et al. Antiepileptic drug combinations – have newer agents altered clinical outcomes?. Epilepsy Res 2012; 98: 194-198 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0058]58 Steinhoff BJ, Runge U, Witte OW et al. Substitution of anticonvulsant drugs. Ther Clin Risk Management 2009; 5: 449-457 





PubMedGoogle Scholar





	
[bookmark: R0517-0059]59 Steinhoff BJ, Runge U, Witte OW et al. Risiken und Nutzen einer generischen Substitution in der Epilepsietherapie. Nervenheilkunde 2009; 28: 399-402 





PubMedGoogle Scholar





	
[bookmark: R0517-0060]60 Helmers SL, Paradis PE, Manjunath R et al. Economic burden associated with the use of generic antiepileptic drugs in the United States. Epilepsy Behav 2010; 18: 437-444 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0061]61 Krauss GL, Caffo B, Chang Y-T et al. Assessing bioequivalence of generic antiepileptic drugs. Ann Neurol 2011; 70: 221-228 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0062]62 Sabers A. Pharmacokinetic interactions between contraceptives and antiepileptic drugs. Seizure 2008; 17 (02) 141-144 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0063]63 Molgard-Nielsen D, Hviid A. Newer-generation antiepileptic drugs and the risk of major birth defects. JAMA 2011; 305: 1996-2002 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0064]64 Tomson T, Battino D, Bonizzoni E et al. 
EURAP study group
. Dose-dependent risk of malformations with antiepileptic drugs: an analysis from the EURAP epilepsy and pregnancy registry. Lancet Neurol 2011; 10: 609-617 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0065]65 Meador KJ, Baker GA, Browning N et al. 
for the NEAD Study Group
. Cognitive function at 3 years of age after fetal exposure to antiepileptic drugs. N Engl J Med 2009; 360: 1597-1605 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0517-0066]66 Morrow J, Russell A, Guthrie E et al. Malformation risks of antiepileptic drugs in pregnancy: a prospective study from the UK Epilepsy and Pregnancy Register. J Neurol Neurosurg Psychiatry 2006; 77: 193-198 





CrossrefPubMedGoogle Scholar










 









    
  

  
    
      
        

      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

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

      
        Your Current IP Address: 3.92.44.249
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  