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nasal septal perforation, cataracts, increased intraocular pressure, and nasal Candida 
albicans infection were specifically evaluated.  

8.1 Safety in clinical trials

GSK provided an analysis of 43 clinical trials conducted to support the prescription NDA. 
A pooled database from 28 of these trials included more than 8000 patients 4 years of age 
and older, 4999 of whom received FPANS. Four-hundred-sixty-two (462) patients were 
exposed to FPANS for 3 months or more. The most common adverse events in the clinical 
trial program were headache, epistaxis, upper respiratory tract infections, oropharyngeal 
pain, sinus headache, nasal discomfort, chough, and sinusitis. The sponsor also provided 
targeted analyses for adverse events of special interest, including HPA axis suppression, 
growth effects, ocular effects, local nasal adverse events, effect on glucose metabolism, 
bacterial rhinosinusitis, and potential drug-drug interactions. The most common local 
effects occurring more often in the FPANS group than placebo were epistaxis, nasal 
discomfort, and nasal dryness. There were 4 cases of nasal septal perforation, which did not 
occur in the placebo group. These patients were noted to have underlying risk factors 
including previous sinus/nasal surgery or cocaine abuse. This is a known effect of nasal 
steroids, and is unlikely to occur with greater frequency in the OTC setting compared to use
in the prescription setting. The OTC package insert contains instruction to aim the spray 
slightly away from the center of the nose to avoid spraying FPANS directly onto the nasal 
septum.

Effect on growth

Like other orally inhaled and nasal steroids, the prescription label for FPANS includes a 
class-specific precaution regarding a potential for the reduction in growth velocity in 
children, and a clinical trial was completed to evaluate the effect of FPANS on growth. The 
following summary is taken from the Flonase prescription label.

A 1-year placebo-controlled clinical growth study was conducted in 150 pediatric 
patients 344 (ages 3 to 9 years) to assess the effect of FLONASE Nasal Spray 
(single daily dose of mcg, the maximum approved dose) on growth velocity. From 
the primary population of 56 patients receiving FLONASE Nasal Spray and 52 
receiving placebo, the point estimate for growth velocity with FLONASE Nasal 
Spray was 0.14 cm/year lower than that noted with placebo (95% confidence 
interval ranging 348 from 0.54 cm/year lower than placebo to 0.27 cm/year higher 
than placebo). Thus, no statistically significant effect on growth was noted 
compared to placebo. No evidence of clinically relevant changes in HPA axis 
function or bone mineral density was observed as assessed by 12-hour urinary 
cortisol excretion and dual-energy x-ray absorptiometry, respectively. 

These results are consistent with growth effects demonstrated in dedicated linear growth 
effects with other marketed nasal steroids, which range from +0.61 cm/year to -1.45 
cm/year difference from placebo. 
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and to demonstrate that the consumer understands how to use the nasal spray, including the 
correct route of administration of the product (intranasal versus intraocular). 

Subjects did very well on the route of administration of the product, with 100% of subjects 
in both studies correctly administering the product to the nose rather than the eyes, although 
a single participant accidentally sprayed himself in the face while replacing a nozzle 
incorrectly after cleaning. Overall, these results address a key safety concern for this 
product for ocular administration. 

Subjects did generally poorly on cleaning and priming of the device, with only 67% (LCB 
53%) of normal literacy subjects performing adequately on initial use and 46% (LCB 
30.5%) performing adequately 2 weeks later. Low literacy subjects generally did worse on 
these tasks. However, all subjects improved significantly on these tasks on retry when 
prompted to consult the package insert. Based on these findings, the sponsor modified 
labeling to provide additional emphasis on problem areas in instructional materials.

If a consumer were to fail to clean or prime the device, it is possible that the device may fail 
to deliver a dose or deliver an incorrect (lower) dose. Given that FPANS is a symptomatic 
therapy and failure to deliver a dose is unlikely to result in significant serious adverse 
events for consumers, the FDA clinical review teams determined that the concern regarding 
proper cleaning does not constitute a substantial safety risk for the treatment of SAR and 
PAR. I concur with this assessment.

8.3 Post-marketing data

As part of this application, post-marketing safety data for FPANS were submitted and 
reviewed from the following sources: the sponsor’s pharmacovigilance database, FDA’s 
Adverse Event Reporting System (FAERS), the World Health Organization (WHO 
Vigibase), the American Association of Poison Control Centers’ National Poison Data 
System (NPDS), the Drug Abuse Warning Network (DAWN), and the published literature. 
All of these sources are subject to a number of limitations, primarily due to issues inherent 
in spontaneous reporting. Overall, the adverse events reported in the post-market setting are 
consistent with the clinical trials database and the known adverse event profile of nasal 
steroids.

Ocular safety

One potential concern regarding granting a claim for the treatment of “itchy, watery eyes” 
with a nasal spray product in the OTC setting is that consumers may spray the product 
directly into the eyes, either inadvertently or intentionally. GSK identified 35 reports of 
erroneous application in the eye in the GSK postmarket database of 8041 reports. Of these 
35 reports, only 4 involved intentional eye applications, 19 were accidental and 23 were of 
unclear intention. No reports of erroneous application in the eye were identified in the
FAERS database. In addition, two human factors studies demonstrated that 100% of 
subjects in both the normal and low literacy groups correctly applied the product to the 
nose rather than the eyes. Overall, these data do not suggest that erroneous application of 
FPNAS in the eye is likely to be a significant issue in the OTC setting. To help consumers 
understand proper application of FPNAS, the package insert will contain instructions not to 
spray into the eyes along with a graphic illustration. In addition, the Drug Facts Label will 
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application as well as the human factors studies demonstrating that consumers could 
correctly apply the product to the nose adequately addresses this concern.

13.3 Recommendation for Postmarketing Risk Evaluation and Mitigation 
Strategies

None.

13.4. Recommendation for other Postmarketing Requirements and 
Commitments
None.
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