
 GIMBE®   © 1996-2006 

Workshop metodologico 

L’effetto classe: quando due farmaci 
sono realmente simili? 

GIMBE® - Gruppo Italiano per la Medicina Basata sulle Evidenze 

 
 
 
 

GIMBE
Gruppo Italiano per la Medicina Basata sulle Evidenze

Evidence-Based Medicine Italian Group



 
Sezione      di Como 

Workshop 

Evidence-based Medicine 
Le opportunità di un linguaggio comune 3a ed.  

 
Como, 1-2 aprile 2006 

Nino Cartabellotta 



 GIMBE®   © 1996-2006 

1. Cosa definisce l’effetto classe dei farmaci? 
 

1. Analoga struttura chimica 
2. Analogo meccanismo d’azione 
3. Analoghi effetti farmacologici 
4. Analoghi risultati (efficacia-effetti collaterali) 

Effetto Classe 
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Evidence-Based Medicine Working Group  
Users' Guides To Biomedical Literature  

 

Applying clinical trial results.  
B. Guidelines for determining whether a  

drug is exerting (more than) a class effect 
 

JAMA 1999;282:771-8 
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• Nonostante non ci sia una definizione uniformemente  
accettata di classe “farmacologica” è accettato che i farmaci 
appartengono alla stessa classe per uno dei tre motivi 
elencati nella tabella 1. 

JAMA, 1999 
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E i risultati ? 
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Furberg CD 
 

Class Effects and  
Evidence-Based Medicine 

 
Clin Cardiol 2003;23(Suppl. IV):15-19 
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• Drugs grouped into a therapeutic class on the basis of a 
common mechanism of action often have considerably 
different pharmacodynamic and pharmacokinetic properties. 
 

• Among ACE inhibitors, differences with potential clinical 
relevance include: 

- potency 
- whether the drug is an active compound or requires 
metabolic activation 
- lipophilicity 
- route(s) of elimination 
- half-life.  

Furberg CD. Clin Cardiol 2000 
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• Large clinical trials have documented the clinical benefits of 
several ACE inhibitors in various patient populations, and 
many clinical effects are likely to be the same.  
 

• However, there are possible quantitative differences among 
ACE inhibitors that may alter the overall therapeutic benefits 
for specific patient populations and indications, and 
“equipotency” in terms of clinical efficacy is difficult to 
determine.  

Furberg CD. Clin Cardiol 2000 
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•  Since the concept of "class effect" is a term of convenience 
that has no universally accepted definition and subsequently 
should not form the basis for the practice of EBM, untested 
drugs of a "class" should be considered to be unproven 
drugs.  
 

Furberg CD. Clin Cardiol 2000 
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2. Ritieni che tutti i farmaci di una stessa “classe” 
siano supportati da analoghe prove di efficacia? 

 
1. No 
2. Sì  

Effetto Classe 
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•  Several ACE inhibitors have been shown to reduce the risk 
of cardiovascular morbidity and mortality in patients with 
cardiovascular disease. 
 

• They are currently indicated for the treatment of patients 
with hypertension,particularly those with diabetes, and 
postinfarction patients with left ventricular dysfunction or 
congestive heart failure.  
 

• However, none of the commercially available ACE inhibitors 
have been studied in all of these patient populations in large 
clinical trials and the magnitude of the benefit demonstrated 
with each ACE inhibitor varies among trials.  

Furberg CD. Clin Cardiol 2000 



 GIMBE®   © 1996-2006 
Furberg CD. Clin Cardiol 2000 



 GIMBE®   © 1996-2006 

3. Ritieni che tutti farmaci di una stessa “classe” 
abbiano lo stesso profilo di sicurezza? 

 
1. No  
2. Sì  

Effetto Classe 
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Pedersen T, Gaw A  
 

Statins: similarities and differences 
 

Am J Manag Care 2001;7(5 Suppl):S132-7 
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• The number of statins available to physicians continues 
to grow, leading to the question: Are all statins alike? 

 
• Comparisons of side effects and safety profiles and the 
dose-response relationship among the different drugs 
show similar results. 

 
• On the other hand, the molecular structures of the newer 
statins are not similar and could have an effect on the 
mechanism of action of the compounds.  

 
• Differences in metabolism also suggest the possibility of 
serious drug-drug interactions 

Pedersen T, et al. Am J Manag Care 2001 
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Agosto 2001  
RCTs sulle statine con end-point rilevanti 

Prevenzione  
primaria 

Prevenzione 
secondaria 

Simvastatina - 4S 

Pravastatina WOSCOPS CARE, LIPID 

Lovastatina AFCAPS/TexCAPS - 

Cerivastatina - - 

Fluvastatina - - 

Atorvastatina - - 
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ESEMPIO  
• RCT di confronto ninostatina vs giannistatina 
• End-point. Mortalità coronarica, eventi coronarici non 
fatali 

JAMA, 1999 



 GIMBE®   © 1996-2006 

ESEMPIO  
• RCT di confronto ninostatina vs giannistatina 
• End-point. Riduzione placche aterosclerotiche, LDL-C (?) 

a 
 

JAMA, 1999 
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ESEMPIO  
• RCT di confronto ninostatina vs placebo 
• RCT di contronto giannistatina vs placebo 
• End-point  

- Mortalità coronarica, eventi coronarici non fatali 
- Riduzione placche aterosclerotiche, LDL-C (?) 

b 
 

JAMA, 1999 
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ESEMPIO  
• RCT di confronto ninostatina vs placebo 
• RCT di contronto giannistatina vs placebo 
• End-point. Valori di LDL colesterolo  

JAMA, 1999 
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ESEMPIO  
• Confronto tassi “aggiustati” di mortalità coronarica e/o di 
eventi coronarici non fatali tra: 

- pazienti trattati con ninostatina 
- pazienti trattati con giannistatina 

JAMA, 1999 
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PROBLEMI 
• Confondimento dovuto alle indicazioni, alla compliance 
• Presenza di confondenti non noti o non misurati 
• Errori di misura 
• Database limitati, sistemi di codifica non utilizzabili per la 
ricerca 

JAMA, 1999 
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• Laible B. COX-2 inhibitors and cardiovascular toxicity: a class effect? 
S D J Med 2005;58:93-4.  
 

• Singh S, Nautiyal A, Dolan JG. Recurrent acute pancreatitis possibly 
induced by atorvastatin and rosuvastatin. Is statin induced pancreatitis 
a class effect? JOP 2004;5:502-4 
 

• Prieto J, Calvo A, Gomez-Lus ML.Antimicrobial resistance: a class 
effect? J Antimicrob Chemother 2002;50(Suppl S2):7-12.  
 

•Morlese JF, Qazi NA, Gazzard BG, Nelson MR.Nevirapine-induced 
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