




 

  
 

 

 
 

 

 

 

 

 
 

 
 

 
 

 

have received placebo rather than active treatment.  The finding of FP concentrations in 
samples from placebo patients might possibly be explained by circumstances other than 
misallocation of study drug (e.g. mismanagement of blood samples, or failure of the 
assay methodology).  Nonetheless, the results of the study must be interpreted in light of 
the very real possibility that an unknown number of subjects in each treatment group 
might have received incorrect treatment. 

Clinical Studies 
The two clinical studies (FMS30058 and FMS30059) were nearly identical, with the 
important exceptions of the ages of the populations studied, and the use of spacer devices.  
Both were randomized, double-blind, placebo-controlled, 12-week safety and efficacy 
studies in pediatric patients with asthma, using Flovent 44mcg Inhalation Aerosol, which 
delivers 44mcg of fluticasone propionate ex-actuator.  In both studies, pharmacokinetic 
data were collected using a sparse sampling technique.  Study FMS30058 enrolled 
patients aged 24 to 47 months of age, and Study FMS30059 enrolled patients aged 6 to 
23 months of age.  Study FMS30058 utilized two different spacer devices, the 
Aerochamber and the Optichamber. Study FMS30059 utilized only the Aerochamber 
spacer device. 

Study FMS30058 
This was a multicenter, randomized, double-blind, parallel group, placebo-controlled, 12 
week study of Fluticasone Propionate 44mcg BID (FP44) and 88mcg BID (FP88) 
delivered via CFC MDI and a valved holding chamber with facemask in subjects with 
asthma aged 24 to 47 months.  Two different holding chambers (spacers) were used, the 
Aerochamber and the Optichamber. Inclusion criteria included a documented history of 
symptomatic asthma, regular maintenance therapy other than systemic corticosteroids for 
the preceding 6 weeks (or use of short-acting beta-agonist at least twice per week over 
the preceding 3 weeks), and at least 2 episodes of increased symptoms requiring medical 
attention and pharmacotherapy within the preceding 12 months.  At randomization, 
patients were also required to exhibit a specified degree of asthma symptoms and 
albuterol use during the screening period. 

The primary efficacy endpoint was the change from baseline in daytime and nighttime 
(daily) asthma symptom scores to Endpoint, which was defined as the last two weeks of 
diary data prior to end of study, asthma exacerbation, or study withdrawal.  The daily 
asthma symptom score was the average of daytime and nighttime asthma symptom scores 
using a 0-3 scale that described a composite of symptoms including wheeze, cough, and 
shortness of breath. Scores were determined by the parent/guardian.  Secondary efficacy 
variables included symptom-free days, symptom-free and albuterol-free days, daytime 
and nighttime asthma symptom scores, time to treatment failure (asthma exacerbation), 
albuterol use, and diary recorded morning peak flow (AM PEF) measurements.  

Efficacy findings must be interpreted in light of the possible misallocation of study drug 
described in the section above (Pharmacology, Toxicology, and Biopharmaceutics).  
Misallocation of study drug might be expected to diminish the apparent efficacy of a 



 
 

 

 

 

 
 

 
 

 

 
 

 

study drug.  In addition, statistical comparisons of each dose versus placebo were 
performed, without appropriate adjustment for multiplicity.  In this study, FP88, but not 
FP44, was statistically superior to placebo on the primary endpoint, the change from 
baseline to Endpoint in the daily symptom score.  Secondary efficacy endpoints were 
generally consistent with these results.  In the FP44 group, the change from baseline in 
the daily symptom scores were numerically superior to placebo at most treatment weeks, 
but these differences reached statistical significance (p<0.05) at Weeks 5 and 6 only.  In 
the FP88 group, the change from baseline in the daily symptom scores were numerically 
superior to placebo at all treatment weeks, but these differences reached statistical 
significance at Weeks 1, 2, and 6 only.  The percentages of symptom-free days and 
symptom- and albuterol-free days was statistically higher in the FP88 group as compared 
to placebo, both at Endpoint and for the entire 12-week treatment period. The percentages 
of symptom-free days and symptom- and albuterol-free days were statistically higher in 
the FP44 group as compared to placebo, for the entire 12-week treatment period, but not 
at Endpoint. Asthma exacerbations were fewer in the FP88 (n=13) and the FP44 (n=14), 
as compared to placebo (n=24).  Kaplan-Meier analyses of time to first asthma 
exacerbation indicated that FP88, but not FP44, was superior to placebo.  Due to the 
young age of the patients, measurements of morning peak flow (AM PEF) was only 
possible in approximately 25% of patients.  The AM PEF results showed numerical, but 
not statistical superiority of active treatment over placebo. 

Safety assessments were adverse events, vital signs, physical examination (including 
oropharyngeal and nasal passage examinations), linear growth measurements, clinical 
laboratory tests, oropharyngeal and nasal passage cultures for Candida, and 12-hour 
overnight urine cortisol measurements. 

Safety findings must be interpreted in light of the possible misallocation of study drug 
described in the section above (Pharmacology, Toxicology, and Biopharmaceutics).  
Misallocation of study drug might be expected to obscure potentially important 
differences between placebo and active study drug.  Therefore, the absence of any 
particular safety signal must be interpreted with caution.  However, safety signals that are 
identified would be relevant, although the magnitude of the apparent treatment effect 
might be diminished.  In this study, the incidence of pharyngitis/throat infection was 
higher in the FP88 (3%) and FP44 (6%) groups than in placebo (0%).  The incidences of 
candidiasis of the mouth/throat and nasal cavity were slightly higher in the FP88 group 
(5% and 2%, respectively) than in the placebo group (2% and 0%, respectively).  
Although no statistically significant effect was seen for growth velocity, there was a 
dose-related numerical reduction in growth velocity in the active treatment groups (1.7 
mm/12 weeks in the FP44 group [p=0.246], and 2.4 mm/12 weeks in the FP88 group 
[p=0.095]). 

Study FMS30059 
This was a multicenter, randomized, double-blind, parallel group, placebo-controlled, 12 
week study of Fluticasone Propionate 44mcg BID (FP44) and 88mcg BID (FP88) 
delivered via CFC MDI and a valved holding chamber with facemask in subjects with 
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