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LAP + T vs. LAP 



‘Comments’ upon Methodology 

• Protocol 

• Efficacy assessment 

• Eligibility 

• Choice of end-point 

• Statistics 

• Data 

• Updates 







• EGF104900, a phase III, randomized, multicenter, 

open-label study 

• Efficacy assessments were performed every 4 

weeks through week 16, and then every 8 weeks 

thereafter. 

– Reproducibility bias? 

• Eligible patients had at least one measurable 

lesion………… 

• Cardiac ejection fraction within the institutional 

normal range 

– Selection bias? 



• Primary End-point: PFS 

– …investigator assessed (pros and cons) 

• Required PFS events: 192 

– 80% power (2-sided .05)  

• Expected difference: 

– HR 0.667, 50% increase in median PFS 

• …..estimated 8 weeks in the monotherapy group to 

12 weeks in the combination group… 

– Was that consistent with previous phase IIs? 



PFS………..why an issue? 

• Some trials showing improvement in PFS, without a 

corresponding increase in OS, have led to approval 

of new drugs and/or changes in standard of care.  

• This suggests a growing belief in the oncology 

community that delaying progression in 

metastatic disease is a worthy goal, even if OS is 

not improved. 
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• May involve larger trials 

• May require lenghty follow-up 

• May be affected by: 

– Sequential treatments 

– Crossover 

• Other endpoints can have intrinsic 

value 
Courtesy of  Di Maio M – ESMO 2011 

Why overall survival is NOT the 

only endpoint for drug 

approval......and we need PFS ? 





Local vs IRB Assessment 

Primary: IRB Primary: Local 

CLEOPATRA BOLERO-2 





Previous Ph.IIs as quoted by authors 

Median PFS: 9.1 wks 

ORR: 4.3% 

Median PFS: 15.3 wks 

ORR: 14.1% 





Between November 2005 and November 2006, 296 

patients (148 per treatment arm), constituting the ITT 

population, were randomly assigned at 88 centers 

within North America (62.5%) and Europe (37.5%) 



Independent review: HR 0.71; 95% CI, 0.52 to 0.98; P=0.027 

Adjusted for significant covariates: HR  0.72; 95% CI, 0.56 to 0.92; P=0.0095 



Courtesy of  Pappagallo G – Perugia 2011 



Courtesy of  Pappagallo G – Perugia 2011 



………Patients presenting with visceral or bone disease at baseline 

experienced a longer PFS if treated with the combination therapy……… 

No significant interaction!!! 



Courtesy of  Pappagallo G – Perugia 2011 



Ex.: if you test 10 subgroups, your F.P. chance is: 

40% 

9% 
2% 



Courtesy of  Pappagallo G – Perugia 2011 



…..’Speculating’ upon OS.. 



1. Mature OS data (January 23, 2009), when 

75% of patients died. 

– Overall 38 months 

2. Sensitivity analysis of OS included a 

stratified log-rank test: 

– crossover patients censored at time of 

crossover 

3. Survival post progression (SPP) analysis 





FDA approval overview. 

Discussion: P. Cortazar Courtesy of  Pappagallo G – Perugia 2011 





Courtesy of  Pappagallo G – Perugia 2011 









Interaction never mentioned! 



Types of Interactions 

 Qualitative Interaction: the direction of 
true treatment differences varies among 
subsets of patients  

 also called crossover interaction 

 Quantitative Interaction: variation in the 
magnitude but NOT direction of treatment 
effects among patient subgroups – also 
called a non-crossover interaction 

Amy Wagaman, 2008 Courtesy of  Pappagallo G – Perugia 2011 



Conclusions 

• Primary end-point (un)met?!?!! 

– Less than what clinically expected 

• The effect of (adding) trastuzumab in the context 

of a extremely heavy pretreated patients’ 

population seems documented 

– How much is due to trastuzumab by itself? 

• OS advantage is certanily speculative, but,  

– ……as requested by agencies, the effect upon late 

survival is present 




