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I commenti sono basati sulla presentazione ESMO 

Pivot X et al, ESMO 2012, abstract LBA11 

http://www.esmo.org/javasc


Voleva essere uno studio focalizzato 

sulle metastasi cerebrali… 



Ma in realtà… 

Pivot X et al, ESMO 2012, abstract LBA11 



Pivot X et al, SABCS 2011, abstract P4-17-03 



• “We have clearly underestimated the incidence of 

asymptomatic brain metastases in women with advanced 

breast cancer”, Pivot said during the SABCS. 

• “Approximately 20% of all screened patients in this study 

thought to be clinically free of brain lesions actually had brain 

metastases verified by brain MRI”, Pivot reported.  

• He said that he plans to follow this retrospective patient 

population in a prospective manner. He said that it will take a 

least a year of prospective study to determine what impact 

these silent lesions have on overall outcomes. 



% metastasi 

SNC braccio 

trastuzumab 

% metastasi 

SNC braccio  

lapatinib 

Ipotizzato 20% 12% 

Osservato 

Quando l’osservato  

non coincide con l’atteso… 

Incidenza assoluta 
clinicamente rilevante: 

1 donna su 5 

Vantaggio ipotizzato  
clinicamente rilevante: 

incidenza quasi 
dimezzata! 



% metastasi 

SNC braccio 

trastuzumab 

% metastasi 

SNC braccio  

lapatinib 

Ipotizzato 20% 12% 

Osservato 5% 

Quando l’osservato  

non coincide con l’atteso… 



Di quante pazienti  

avremmo avuto bisogno? 
% metastasi SNC braccio di controllo 5%, alfa 5%, potenza 80% 
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% metastasi CNS nel braccio sperimentale 
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Di quante pazienti  

avremmo avuto bisogno? 
% metastasi SNC braccio di controllo 5%, alfa 5%, potenza 80% 



Pivot X et al, ESMO 2012, abstract LBA11 



Ma secondo me… 

• …non è tanto un problema di underpower 

dovuto ai criteri di esclusione 

 

• È invece un problema di scelta 

dell’endpoint primario! 



Pivot X et al, ESMO 2012, abstract LBA11 



…perfettamente coerente con quanto 

richiesto dall’EMA nel 2008 

http://ec.europa.eu/health/documents/community-register/2008/2008061046548/anx_46548_en.pdf 



Setting 

HER2+ metastatic breast cancer  

progressed after trastuzumab-based therapy 

Study Exp arm Std arm Result 

GBG 26/BIG 3-05 
(Geyer,  

NEJM 2006) 

Lapatinib  

+ capecitabine 
Capecitabine Better PFS 

EGF100151 
(von Minckwitz,  

ASCO 2008) 

Trastuzumab  

+ capecitabine 
Capecitabine Better PFS 





Adesso votiamo: 

quale popolazione 

avreste scelto? 

1. HER2+, pretrattate con trastuzumab 

2. HER2+, non pretrattate con trastuzumab 

3. HER2+, sia pretrattate che non pretrattate 

con trastuzumab 

 



Adesso votiamo: 

quale endpoint  

avreste scelto? 

1. Incidence of CNS as site of first relapse 

2. PFS 

3. OS 

4. Objective response 

5. Time to first CNS progression 

6. Incidence of CNS progression at any time 

7. Safety 



What are pragmatic trials? Roland and Torgerson. BMJ 1998;316:285 

Can it work? Does it work? Is it worth it? Haynes. BMJ 1999;319:652-653 

 

• Pragmatic research asks whether an intervention 

works under real-life conditions and whether it works 

in terms that matter to the patient.  

– Pragmatic studies are most useful for deciding what 

services should be provided. 

• Explanatory research asks whether an intervention 

works under ideal or selected conditions.  

– Explanatory studies are valuable for understanding 

questions of efficacy but are of limited value for telling us 

whether we should provide a service to a wide variety of 

patients in a wide variety of circumstances. 

 

Pragmatic vs explanatory trials 



Explanatory trials Pragmatic trials 

Selection 

criteria 

Selective Broad, similar to 

clinical practice 

Question  Can this work? 

(under ideal 

conditions)  

Does this work? 

(under routine 

conditions) 

Point of view Registrative Clinical practice 

Endpoint Related to 

treatment activity 

Related to 

treatment efficacy  
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