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Use of efficacy end points  
in randomized clinical trials  
in advanced breast cancer 

Saad ED, Katz A. Ann Oncol 2008;20:460-464 

Primary endpoint Secondary endpoint  



Saad ED et al, J Clin Oncol 2010; 28: 1958-1962 



Saad ED et al, J Clin Oncol 2010; 28: 1958-1962 



Broglio KR, Berry DA. J Natl Cancer Inst 2009; 101: 1642-1649 



 “For clinical trials with a PFS benefit, lack of 

statistical significance in OS does not imply lack 

of improvement in OS, especially for diseases 

with long survival post-progression (SPP) 

  

 OS is a reasonable endpoint when SPP is 

short but is too high a bar when median SPP 

is long”  

Broglio KR, Berry DA. J Natl Cancer Inst 2009; 101: 1642-1649 





E’ tutta una questione di p value? 



Quando l’evidenza si modifica  

durante la conduzione dello studio… 



Possibili opzioni: 

• Se lo studio fosse stato ancora aperto 

all’accrual: 

– Fermare l’accrual delle pazienti HR+ e limitare 

l’accrual alle sole pazienti HR-, fino al raggiungimento 

del numero prestabilito; 

– Aumentare il numero delle sole pazienti HR-, per 

garantire una potenza maggiore al confronto nel 

sottogruppo; 

• Essendo l’accrual chiuso: 

– Emendare (senza conoscere i risultati) per prevedere 

formalmente il confronto anche nel sottogruppo HR-. 

 





Quando si pianificano  

confronti multipli… 



  

 

 

 

 

 

 

 

 

 

 

  

N.ro confronti P ( 1 FP) 

1 5% 

2 10% 

5 23% 

10 40% 

20 64% 
 

Aumento della probabilità di risultati positivi                     

(statisticamente significativi) per il solo effetto del caso....  

N of comparisons 

Il rischio di un risultato falso positivo 



Brookes ST et al. Health Technology Assessment 2001; Vol.5: No. 33 

Subgroup analyses  

in randomized controlled trials 
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Possibili opzioni: 





In aggiunta… la correzione  
per le analisi ad interim 











 With the advent of genomics, the concept 

of  subgroup has gradually been elevated 

to subpopulation due to the belief of 

potentially more accurately defined 

molecular targets. 

Expert workshop on subgroup analysis – Workshop report EMA/916257/2011  



 Interpreting subgroup analyses presents 

particular methodological challenges, 

whereas not exploring subgroups because 

of these challenges would be an 

unsatisfactory solution as it would place 

excessive reliance on assumptions (e.g. 

homogeneity of response to treatment) 

that cannot be substantiated.  

Expert workshop on subgroup analysis – Workshop report EMA/916257/2011  



 The participants of the workshop agreed 

that ultimately it is essential for the benefit 

of patients that subgroup analyses are 

based on rigorous methodology, 

balanced with pharmacological and 

clinical plausibility, such that conclusions 

are guided by the overall strength of 

evidence. 

Expert workshop on subgroup analysis – Workshop report EMA/916257/2011  
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