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Please identify and list any potential review issues to be forwarded to the Applicant for the 74-
day letter. 
 

Content Parameter (possible review concerns for 74-
day letter) 

Yes No NA Comment 

Designs utilized are appropriate for the indications requested. 
X   

There were no 
studies identified as 
pivotal studies in this 
submission. 

Endpoints and methods of analysis are specified in the 
protocols/statistical analysis plans. 

X   

Descriptive analysis 
methods were 
specified in the 
protocols.  Also there 
were Statistical 
Analysis Plans 
(SAPs) submitted. 

Interim analyses (if present) were pre-specified in the protocol 
and appropriate adjustments in significance level made.  
DSMB meeting minutes and data are available. 

  X 
There were no 
traditional interim 
analyses conducted. 

Appropriate references for novel statistical methodology (if 
present) are included. 

  X 

The statistical 
methodology was not 
novel per se hence no 
references were 
presented. 

Safety data organized to permit analyses across clinical trials 
in the NDA/BLA. 

X   

Safety datasets were 
submitted for each 
study individually; 
however this data can 
be integrated.  ISS 
datasets were also 
submitted. 

Investigation of effect of dropouts on statistical analyses as 
described by applicant appears adequate.  X  

No investigation of 
effects of dropouts 
appears to have been 
submitted,  

 
 
Reviewer’s comment: 
 
The submitted study results should be considered descriptive or observational only as they do not 
rely on appropriate inferential statistics or trial designs that would be considered adequate to 
support specific endpoint testing.  At the time of filing, we considered this application as ‘No 
Action Indicated’.  The statistical reviewer will, however, be available to the clinical review team, 
as needed, to address specific questions or concerns that would require statistical response. 
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