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outcomes, and given the remaining concerns of the long term safety of ICS in the COPD 
population, the Division concluded that the risk/benefit for this patient population did not 
support approval.   
 
In the approvable letter the Division stated that “We do not believe that you have 
provided substantial data to support a conclusion that these drug products [Advair 
Diskus and FP Diskus] are sufficiently safe and effective for the indication proposed in 
the COPD population.  Given the modest and limited extent of the efficacy findings 
(including a lack of effect on exacerbation rates), given the known potential for 
fluticasone to cause adverse systemic effects as demonstrated by spontaneous adverse 
events reporting and clinical studies, and given the signal in the data sets provided of an 
increase in upper and lower respiratory infections, we believe that more definitive 
efficacy and safety data are needed prior to approval.  In order to be approved, you must 
supply data that more fully delineate the safety (including impact on bone density) 
beyond 6-months and further evidence of efficacy (including outcome data).  Data from 
your current, on-going 3-year trial in COPD, if favorable, may reasonably serve as a 
substantial portion of these requested data.” 
 
On April 9, 2002, the Division met with GSK to discuss the issues raised in the 
approvable letter (see meeting minutes April 9, 2002).  At that meeting GSK indicated 
that they would like to pursue a submission for a narrower indication for Advair 250/50 
only. 
 
On June 20, 2002, GSK submitted a complete response to the approvable letter for 
Advair Diskus 250/50.  Although the response was for only the Advair Diskus 250/50 
strength the submission also included Advair Diskus 500/50.  On July 10, 2002, GSK 
submitted a letter to the Division informing the Division of GSK’s decision to withdraw 
Advair 500/50 from Supplement 003 to NDA 21-077 in accordance with the provisions 
of 21 CFR 314.65.  In that complete response,  GSK proposed a new indication “ twice 
daily maintenance treatment of airflow obstruction in patients with COPD associated 
with chronic bronchitis”.  GSK also submitted data on exacerbations from a 1-year study 
(SFCB3024) conducted in Europe, epidemiological studies on the use of ICS in COPD, 
and additional spontaneous safety data.  Taken together, these data were assessed as 
inadequate to address the concerns of the AE letter (see medical officer review – 
Response to AE letter Advair COPD) and the Division took a second APPROVABLE 
action on December 16, 2002.  the second AE letter mainly reiterated the comments made 
in the first with some specific comments on the contents of the complete response. 
 
On March 25, 2003, GSK met with the Agency to discuss the content of the second 
approvable letter (see meeting minutes and March 25, 2003).  GSK indicated that they are 
conducting 4 epidemiology studies to evaluate for fractures in ICS users, and had 
conducted 2 studies with Advair 250/50 versus Combivent to further define the efficacy 
findings noted in the Advair studies.  Additionally, GSK committed to submitting an 
analysis of their spontaneous adverse event data by dose and a Risk Management Plan.  
GSK indicated that they will pursue the limited indication of treatment of airflow 
obstruction in patients with COPD associated with chronic bronchitis with only the 


























































































































































































































































































































































































































































































































































