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U.S. vs. non-U.S. sites 



 

The overall reduction in risk of MACE, CV 
death, and overall death with Victoza was 
due entirely to outcomes at clinical sites 
outside of the U.S. 

 

Disturbingly, in its briefing package, the 
FDA offered no explanation for this 
startling lack of efficacy in U.S. subjects nor 
did it even weigh in on the validity of the 
company’s attempted explanation through 
a post-hoc analysis.  

 
 

 

 



HRs in opposite direction: 
Significant outside U.S., Not significant in U.S. 

• MACE: 

– Outside U.S. HR 0.81 (0.71, 0.92) 

– U.S.  HR 1.03 (0.84, 1.25) 

• CV Death: 

– Outside U.S. HR 0.70 (0.57, 0.86) 

– U.S.  HR 1.04 (0.75, 1.46) 

• All-cause Death: 

– Outside U.S. HR 0.77 (0.65, 0.90) 

– U.S.  HR 1.09 (0.84, 1.40) 

 

 



Company’s post-hoc explanation 



Company’s post-hoc explanation 

The regional subgroup comparison demonstrating a 
complete lack of efficacy of Victoza for MACE, CV 
death, and overall death in U.S. subjects was a pre-
specified per-protocol analysis. By contrast, the 
company attempts to explain away this striking 
disparity through a post-hoc analysis. 

 

The company’s explanation rested entirely on the 
fact that U.S. subjects were on-treatment for 
significantly less time than were non-U.S. subjects. 



Company’s post-hoc explanation 
Victoza had no CV or mortality benefit for U.S. subjects in the 
more appropriate (for real-world use) intention-to-treat analysis. 
In such a scenario, there are two possible interpretations of the 
U.S. data. If the lack of benefit in U.S. subjects is not 
generalizable to the U.S. target population, then there are no 
data on which to base approval of Victoza for CV risk reduction in 
U.S. patients. If the data are generalizable, then Victoza has been 
proven ineffective, on an intention-to-treat basis, in U.S. 
patients.  

That such a lack of efficacy was seen in a clinical trial setting, in 
which subjects were carefully followed and assisted in their 
treatment makes it highly likely that American patients, in a real-
world setting, will experience a similar lack of cardiovascular 
benefit. 



Conclusion 

Victoza has not been proven effective for CV risk 
reduction in the U.S. population in which it was 
studied. The absence of any evidence for a 
benefit in favor of Victoza on MACE, CV death, 
or overall death raises serious doubts about the 
real-world effectiveness of Victoza for reducing 
CV risk in U.S. diabetes patients. Given this lack 
of evidence of benefit in U.S. patients, voting for 
approval for a cardiovascular benefit in the same 
patients is not rational.  


