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Aclidinium bromide demonstrated efficacy and the safety profile is consistent with other 
approved anticholinergic drugs in this class.  I agree with the review team that this application 
should receive an Approval action. 
 
 
Efficacy 
 
Efficacy and safety are based on three trials, Trial 33, 34 and 38A.  All were of similar design 
and included aclidinium bromide 400 mcg BID, aclidinium bromide 200 mcg BID, and 
placebo in subjects with moderate to severe COPD.  Results are summarized in the table below 
from Dr. Chowdhury’s review (Page  6). 
Table 1.  Change from baseline in trough FEV1 (L) at week 12 (LOCF in ITT population) 

 n Baselin
e 

Change 
from 

Baseline † 

Treatment Different from 
placebo † 

  Mean * LS Mean LS 
Mean 

95% CI p-value 

Study 33 or Trial B 
Tudorza Pressair 400 
mcg BID  

19
0 

1.33 0.10 0.12 0.08, 
0.16 

<0.001 

Tudorza Pressair 200 
mcg BID  

18
4 

1.36 0.06 0.09 0.04, 
0.13 

<0.001 

Placebo 18
5 

1.38 -0.02    

Study 38 A or Trial C 
Tudorza Pressair 400 
mcg BID  

17
7 

1.25 0.06 0.07 0.03, 
0.12 

0.001 

Tudorza Pressair 200 
mcg BID  

18
2 

1.40 0.04 0.05 0.01, 
0.09 

0.019 

Placebo 18
2 

1.46 -0.01    

Study 34 or Trial D ‡ 
Tudorza Pressair 400 
mcg BID  

26
9 

1.51 0.06 0.11 0.07, 
0.14 

<0.001 

Tudorza Pressair 200 
mcg BID  

27
7 

1.51 0.03 0.08 0.04, 
0.12 

<0.001 

Placebo 27
3 

1.50 -0.05    

* Mean baseline scores are calculated based on observed data. 
† P-value, LS mean, and LSMD were obtained from an ANCOVA model with change from baseline in trough FEV1 as response, with 
treatment group and sex as factors and baseline trough FEV1 and age as covariates. Last observation carried forward (LOCF) approach 
was applied to missing data. Similar findings were observed when Mixed Model Repeated Measures analysis was applied to the data 
‡ In the 6-month Study 34 (Trial D), placebo-adjusted change from baseline in trough FEV1 at 24 weeks was 0.13 (0.09, 0.17). 
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The data above neither confirms or repudiates any contribution of aclidinium bromide to CV 
risk as there are too few events. 
 
Adverse events were low in incidence and there was not a signal of imbalance in serious 
adverse events.  However, the database is small and the limited number of events prohibits any 
definitive conclusions.  Dr. Limb opined that the number of CV deaths during the placebo 
controlled phase and long-term data suggests a possible dose-dependent CV death effect.  For 
the placebo controlled phase, there was one death in each of the aclidinium bromide arms 
compared to none in the placebo group.  This is too few events to make any conclusions.  For 
the long-term extension, while I agree the percentages are different (1.8% aclidinium bromide 
200 vs. 2.1% for aclidinium bromide 400), changing one death between groups gives identical 
percentages of events.  I do not find this very compelling but it is the quandary we face with 
limited numbers of events and we must always be careful not to over- (or under) interpret 
results.  I agree that an outcome trial should shed further light on the issue.  
 
The adverse events were low in incidence and for the most part reflect what would be expected 
from this category of drug. 
 
Advisory Committee Meeting 
 
A meeting of the Pulmonary-Allergy Drugs Advisory Committee (PADAC) was convened 
February 23, 2012.  Dr. Limb has a nice summary of the meeting in her review.  For the 
overall question regarding approval, the committee voted 12 yes, 2 no.   
 
Conclusions and Recommendations 
 
Aclidinium bromide has demonstrated efficacy on the clinical endpoint of 12-hour post-dose 
trough FEV1 after 12-weeks of therapy.  Secondary endpoints trended in a favorable direction.  
Adverse events were low and expected for the drug class.  I do not find the CV events in the 
application of a sufficient number to make any conclusions.  However, pending the final 
results of the Respimat safety study discussed above, it is not unreasonable to be concerned 
that different types of formulations, or anticholinergics, may have different effects on the 
cardiovascular system.  As such, and considering that we have required outcome studies for a 
variety of drugs used in a variety of disorders, it is reasonable to require a study that generates 
enough events upon which to form conclusions.  I do not find the data compelling enough to 
require an outcome study prior to approval. 
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