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Abstract

Introduction: Allergic rhinitis (AR) is a highly prevalent chronic
disease affecting up to 30% of the population worldwide.!
Although AR is not life-threatening, it greatly impacts
patients’ health-related quality of life and furthermore, if
left unfreated, it may be complicated by other respiratory
co-morbidities.? Infranasal corticosteroids are one of the
several classes of medications recommended to manage
AR. Fluticasone furoate nasal spray is a novel enhanced-
affinity glucocorticoid for the management of AR.2This study
assessed the safety profile of Fluticasone furoate nasal spray
in the freatment of Filipino patients with AR.

Methods: This is a multicenter, prospective, post-marketing
surveillance study aimed at documenting adverse events,
their frequency and severity as assessed by the investigators
among Filipino patients with AR administered with Fluticasone
furoate nasal spray from August 2010 to January 2013.

Results: Four hundred thirty-nine (439) patients were enrolled
in the study. Among these, 421 patients were included in the
safety analysis population. Eighteen patients were excluded

from the safety analysis population due to protocol violation
and lack of post-baseline safety assessment. Of the total
eligible population, 10 patients (2.4%) experienced adverse
events (AEs) with a total of 10 and no serious adverse events
(SAEs) were reported. Eight of these 10 AEs resolved while two
AEs had unknown outcome. One patient (0.2%) experienced
an AE suspected to be related to study medication. The
most common AE occurring in eight patients was respiratory-
related which were nasal dryness (3 events), rhinorrhea (2
events), epistaxis (1 event), nasal discomfort (1 event) and
rhinalgia (1 event).

Conclusion: Fluticasone furoate nasal spray, among
indicated patients with AR showed AEs which approximate
AE of other similar post-marketing studies with incidence
of less than 1% for each event.(21) Neither SAEs nor drug-
related deaths were reported throughout the study.

Keywords: fluticasone furoate nasal spray, allergic rhinitis,
filipino

Introduction

Allergic Rhinitis (AR) is a highly prevalent chronic disease
affecting up to 30% of the population worldwide, including
US, Europe and Asia.! Although AR is not a life-threatening
disease, it greatly impacts patients’ health-related quality of
life and furthermore, if left untreated may be complicated
by other respiratory co-morbidities.? It is the most chronic
condition in children3, with onset at eight to 11 years of
age but occurs in people of all ages. It affects boys more
than girls in childhood but affects the sexes nearly equally
in adulthood.* In 2008, the overall prevalence of AR among
Filipino adults is 20.0%.°

Allergic Rhinitis is clinically defined as a symptomatic
disorderofthe noseinduced by anIgE-mediatedinflammation
after allergen exposure of the nasal membranes. Symptoms
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include rhinorrhea, nasal obstruction, nasal itching and
sneezing.°Ocularsymptomssuch asredness, tearing oritching
may alsobe present.” It canbe complicated by co-morbidities
including asthma, sinusitis and otitis media.tSymptoms disturb
sleep, cause fatigue and impair concentration causing
negative effects on productivity and quality of life.?

Several classes of medications, including intranasal
corticosteroids, oral and intranasal antihistamines,
decongestants, and intranasal anficholinergics and mast
cell stabilizers are available fo manage AR. Of these classes
of pharmacotherapy, only intranasal corficosteroids have
proven anti-inflammatory activity against pathophysiological
aspects of both early- and late-phase allergic reactions and
have a broad spectrum of efficacy for the range of nasal
symptoms including congestion, rhinorrhea, sneezing, and
nasal itching.21%1" Accordingly, infranasal corticosteroids are
considered the first line of therapy when nasal congestion is
a major component of AR.'?

Allergic Rhinitis and its Impact on Asthma (ARIA)
guidelines and the local Philippine Society of Allergy, Asthma
and Immunology Guideline recommend that patients with
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moderate to severe disease receive intranasal corticosteroid
as first line therapy.®'® Intranasal corticosteroids provide
potent anti-inflammatory activity locally at the nasal mucosa
while limiting systemic corticosteroid exposure.'™

Fluticasone furoateis asynthetic, lipophilic trifluorinated
glucocorticoid receptor agonist containing a 17a-furoate
ester.’® It is a novel topical, intranasal corticosteroid with
enhanced affinity for the glucocorticoid receptor and low
systemic exposure, developed for the treatment of AR."Inin
vitro studies withhuman bronchial epithelial cells, fluticasone
furoate showed slow flux across cellular membranes but
incorporated easily into the cells.’ In studies in healthy
volunteers, fluticasone furoate nasal spray given assingle and
repeated infranasal doses of up to 800 ug was well tolerated
and associated with very low systemic exposure; the majority
of plasma concentration measurements were less than the
lowest quantifiable concentration.!”

This post-marketing surveillance study was principally
undertaken to document the clinical experience on the use
of fluticasone furoate nasal spray among Filipino patients
with AR. Specifically, this study aims tfo assess the safety
profile of fluticasone furoate in the treatment of Filipino
patients with AR.

Methods

This is a multicenter, prospective, post-marketing
surveillance study aimed at documenting adverse events,
their frequency and severity as assessed by the investigators
among Filipino patients with AR administered with fluticasone
furoate nasal spray from August 2010 to January 2013.

Inclusion and exclusion criteria

Patients who were eligible for inclusion in the study met
ALL of the following criteria: Patients (pediatric starting attwo
years old and above; and adults) with clinically diagnosed
AR.; provided written informed consent to take part in the
study (for pediatric patients, the parent or legal guardian
should give the consent); currently prescribed or being
freated as perrecommendation of fluticasone furoate nasal
spray prescribing information.

On the ofther hand, patients were excluded from
the study if hypersensitivity to fluticasone furoate or any
component of the preparation is evident.

Drug preparation, dosage, and administration

Fluticasone furoate (Avamys™) is a topical, infranasal
enhanced affinity trifluorinated glucocorticoid with potent
anti-inflammatory activity and low systemic exposure.'
It comes in a nasal spray, as an agueous suspension of
micronized fluticasone furoate for topical administration
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to the nasal mucosa by means of a metering, atomizing
spray pump. Each actuation delivers 27.5 ug of the drug
in a volume of 50 ulL of suspension that also contains
0.015% weight per weight benzalkonium chloride, dextrose
anhydrous, edentate disodium, microcrystalline cellulose,
carboxymethylcellulose sodium, polysorbate 80 and purified
water.’® The recommended dosage of fluticasone furoate
nasal spray is 55 ug for children ages two to 11 years of age
and 110 ug for adults and adolescents ages 12 years and
older at once daily dosing.'?

The physician’s decision regarding AR proper freatment
and care was prescribed in the standard of care and made in
the course of normal clinical practice. The investigators were
made aware of the full prescribing information of fluticasone
furoate nasal spray. Treatment administration, patterns, and
changes were at the discretion of the investigators and
were dependent on the clinicians’ judgment. There was
no attempt to influence the prescribing patterns of any
individual investigator. Only patients who were prescribed
with and used fluticasone furoate nasal spray were included
in the study. The study drug was not provided by the study
sponsor.

Data collection

This study was conducted from August 2010 tfo January
2013. Informed consent was obtained from each individual
or decision maker or their parents/guardians for minor
patients, prior to being eligible for inclusion in the study.
At the beginning of the study, partficipants were informed
that they may withdraw from the study at any point for any
reason or upon their physicians’ prerogative.

There were at least two patient visits. On the first visit,
the following were required information: informed consent,
demographic data including weight, height, date of birth,
sex and race, physical examination, assessment of patient
eligibility according to approved fluticasone furoate nasal
spray prescribing information, medical history, concomitant
medications and laboratory data (if any).

Patient returned for follow-up visit after the initial visit.
The visit fimeline was two weeks or as appropriate upon the
judgment of the clinician. On the second visit, the following
were obtained and recorded: assessment of AE, assessment
of compliance, concomitant medications/ tfreatments,
laboratory tests (if any).*

Data analysis and sample size determination

Demographic and baseline characteristics were
collected from all patients included in the safety analysis
population. For continuous data, descriptive staftistics
such as mean, standard deviation, median, minimum and
maximum, were computed. On the other hand, frequencies
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and percentages were computed for categorical data.
Percentages were calculated based on the safety
population with non-missing data.

The regulatory requirement of the Food and Drug
Administration (FDA) Philippines for Post-Marketing
Surveillance Studies is a sample size of 3,000 patients
over a period of three years or 10% of the total marketing
projection for this study drug for the three years of monitored
release. Redefining how post marketing surveillance will be
conducted, the FDA has requested all ongoing studies to be
discontinued by December 2012. The total enroliment was
stopped at 439 at the time of the discontinuation.

Results

Four hundred thirty-nine (N=439) patients were enrolled
in the study. Among these, eighteen patients were excluded
from the safety analysis population due to protocol violation
and lack of post-baseline safety assessment. A total of 421
patients were included in the safety analysis population
(Table ). Female patients slightly predominated at 54.9%
vis-a-vis male patients at 44.6%. Three patients had missing
gender data. The youngest patient included was three years
old while the oldest patient was 78 years old with a median
age of 32 (Table II). One hundred eleven (26.4%) patients
had history of pre-existing infections (e.g. Sinusitis) and were
on systemic anfti-infective medications (e.g. Amoxicillin) and
193 (45.8%) patients were on respiratory system medications
(e.g. Levocetirizine) (Appendix I, II).

Most of the patients (62.9%) were administered
fluticasone furoate nasal spray at once-a-day dosing,
and 31.1% at twice-a-day dosing. The rest at 5.7% were
administered other doses. Total daily dose of 110 ug was
received by 70.8% of the patients while 2.4% received 55 ug
(Appendix lll). Some of the patients (8.6%) changed doses
due to lack of effectiveness but none of these changes
was attributable to AEs. Other reasons for changing dose
include significant symptom improvement and shifting to
maintenance dose. Average treatment duration was 3.4
weeks with a range of 0.3 week to 105.9 weeks (Table lII).

Safety evaluation

Patients who experienced AEs represented 2.4% of the
totaleligible populationandno SAEswerereported (Table V).
Eight of these AEs were resolved while two AEs had unknown
outcomes (Table VI). One patient (0.2%) experienced an AE
(nasal dryness) suspected related to the study medication
which caused permanent discontinuation of the study
medication (Table V). The most common AE occurringin eight
patients was respiratory-related which were nasal dryness
(3 events), rhinorrhea (2 events), epistaxis (1 event), nasal
discomfort (1 event) and rhinalgia (1 event) (Table V).

Table 1. Patients’ disposition

No_. of %
Subjects
Screened patients 439 100.0
Patients who received treatment* 435 99.1
Safety population® 421 95.9
Excluded from the safety population 18 4.1
Patients with protocol violations 6 14
Without endpoint evaluation 8 1.8
Number of patients who completed the study* 431 98.2
Reasons for discontinuation
Adverse/serious adverse event 1 0.2
Lack of efficacy 1 0.2
Deviation from protocol 2 04
Lost to follow-up 3 0.7
Termination of study by GlaxoSmithKline 0 0.0

Others 0 0.0

*The denominator used in the computation of percentages is the number of screened
patients.

Table Il. Patients’ demographic characteristics

n (%) Mean SD Median Minimum Maximum Missing

Sex

Male 187 (446) - - - -

Female 231(54.9) - - - -
Age (Years) 388 335 163 320 3.0 78.0 33
Height (cm) 305 158.7 123 160.0 91.0 183.0 116
Weight (kg) 318 591 159 59.0 5.0 135.0 103
Race

Asian 408 (96.9) - - - -

Others 0(0.0) - - - -

*The denominator used in the computation of percentages is the number of screened
patients.

3

13

Discussion

The American College of Rheumatology (ACR)
published a preliminary classification criteria to classify
patients with systemic sclerosis (SSc) which showed a 97%
sensitivity and 98% specificity.? The diagnosis is ascertained,
if either one major criteria (scleroderma proximal to the
metacarpophalangeal or metatarsophalangeal joints) or
at least two or more minor criteria (sclerodactyly, digital
ulcerations and/or pitting digital scars and bibasilar
pulmonary fibrosis) are present.® In our case, one major
criteria and two minor criteria were fulfilled (i.e sclerodactyly
and digital ulcerations. She did not present with dyspnea
and had unremarkable chest findings.

Fluticasone furoate nasal spray is indicated for

freatment of nasal symptoms of seasonal and perennial AR
in patients two to 11 years of age and freatment of nasal
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Table 111. Dose change and treatment duration

n (%)* Mean SD Median Minimum Maximum Missing

Any dose changed?

Yes 35(8.3)
Increase 1
Decrease 23
Cannot be 1
determined
No 385
(91.4)
Missing 1
Treatment duration 491 34 20 65 0.3 105.9 0
(weeks)
Finaltotal daily 406 839 1100 355 100 1650 15
dose (ug)
Reason for dose change
Lack of 3
effectiveness (8.6)
Adverse event 0
(0.0)
Other 32
(91.4)

*The denominator used in the computation of percentages is the number of
screened patients.

Table 1V. Overall incidence of adverse events

No. of subjects No. of

(%*) Events
Experienced AE 10 (2.4) 10
Experienced AE related to study medication 0(0.0) 0
Experienced SAE 0(0.0) 0
Experienced SAE related to study medication 0(0.0) 0
Experienced AE which cause permanent 0(0.0) 0

discontinuation of study medication

Experienced AE suspected related to Avamys
which cause permanent discontinuation of 1(0.2) 1
study medication

Experienced SAE which cause permanent

discontinuation of study medication 0(00) 0
Experienced SAE suspected related to Avamys
which cause permanent discontinuation of 0(0.0) 0

study medication
*The denominator used in the computation of percentages is the safety population.

and ocular symptoms of seasonal AR and nasal symptoms of
perennial AR among adults and adolescents. It is a synthetic
trifluorinated corticosteroid with potent anti-inflammatory
activity.'? This was a multicenter, prospective, post-marketing
surveillance study aimed at documenting adverse events,
their frequency and severity as assessed by the investigators
among Filipino patients with AR administered with fluticasone
furoate nasal spray.

With infranasal corticosteroids, the occurrence of
systemic side effects is limited by the targeted delivery of
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Table V. Incidence of AEs by medDRA term

Incidence No. of
System Organ Class Preferred Term No. of E ot. o,,/*
subjects(%*) vents (%)
General disorders and
administration site condi- 1(0.2) 1
tions
Drug Ineffective 1(0.2) 1
Nervous System
Disorders 102) !
Hypersomnia 1(0.2) 1
Respiratory, Thoracic And
Mediastinal Disorders 8(1.9) 8
Epistaxis 1(0.2) 1
Nasal Discom-
fort 1(0.2) 1
Nasal Dryness 3(0.7) 3
Rhinalgia 1(0.2) 1
Rhinorrhea 2(0.5) 2
Total 10 (2.4) 10

*The denominator used in the computation of percentages is the safety population.

medication to its nasal mucosal site of action.”'" The low
potential of intranasal corticosteroids for causing systemic
side effects has been established in both short- and long-
term studies.”

In a randomized, double-blind, parallel-group, placebo-
controlled, dose-ranging study on 641 patients conducted by
Martin et. alin 2007, it was found that the overall incidence
of AEs was similar to that of the placebo, 27% vs. 24%-29%
on the different dosages as prescribed. Headache and
epistaxis were the only AEs reported in greater than 3.0% of
the patients in any treatment group. There was increased
incidence of epistaxis with dose of fluticasone furoate (4.0%
for placebo, 3% for 65 ug, 8% for 110 ug, 9% for 220 ug and
7% for 440 ug), but no increase with dose for headache.
Withdrawals due to AEs during the study were low (nine
patients, 1.0%). One event of pruritus in the 55-microgram
group and nasal candidiasis in the 220-microgram group
were the only AEs leading to premature withdrawal that
were considered by the investigator to be drug-related.?
Fluticasone furoate nasal spray had a favorable safety
and folerability profile across all four studies. Mild-to-
moderate headache and epistaxis were the most common
drug-related AEs. These results are not surprising because
headache is commonly reported in clinical frials. Overall,
rates of epistaxis were greater in the fluticasone furoate
nasal spray group than in the placebo group, ranging from
2% 1o 8% and <1% to 4%, respectively. Nonetheless, all cases
were mild-to-moderate in intensity. This is consistent with rates
of epistaxis reported in other INS; a low rate of epistaxis is
generally accepted to be a pharmacologically predictable
effect of INS.2°
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Table IV. Outcome of AEs and relationship of AEs to the study
medication

No. of

No. of Subjects Events %*

Fatal 0 0 00

Resolved 8 8 19

Sequelae 0 0 0.0

Outcome Unresolved 0 0 0.0
Improved 0 0 0.0

Worse 0 0 0.0

Unknown 2 2 05

Yes 0 0 00

No 0 0 00

Probable 8 8 19

Sy medaton PO 1 1 02
Unlikely 0 0 0.0

Unknown 0 0 0.0

Null 1 1 02

Yes 0 0 00
ST Ny 00
Null 0 0 0.0

%-Proportion of subjects in population having adverse event
Probable: There is probably a direct cause and effect relationship between the adverse
experience and the study drug.
Possible: A direct cause and effect relationship between the drug and the adverse experi-
ence has not been demonstrated but there is a reasonable possibility that the experience
was caused by the drug.
Unlikely: There are other, more likely causes and the drug is not suspected as a cause.
Null: Relationship to the study medication was not defined by the investigator.
*The denominator used in the computation of percentages is the safety population.
Adverse drug reactions observed in clinical frials
include the following: epistaxis, ulcerations, candida
albicans infection, impaired wound healing, cataracts and
glaucoma, immunosuppression, hypothalamic-pituitary-
adrenal axis effects including growth reduction. In one
conftrolled clinical trial, epistaxis occurred more frequently
(20%) in the group receiving fluticasone furoate nasal spray
compared with the placebo group (eight percent), but this
was of mild infensity in majority of the patients. Respiratory-
related adverse events such as dry throat, cough, nasal
discomfort and nasal dryness were commonly reported AEs
with an incidence of less than one percent. In post-marketing
studies, adverse events include headache, which was
common. Reports of rhinalgia, nasal discomfort and nasal
dryness have been uncommon.?

In this post-marketing study, fluticasone furoate nasal
spray administration posed mild to moderate adverse events,
As stated in the results, there were no SAEs reported and
almost all AEs were similar o those reported in clinical trials
such as epistaxis, rhinalgia, rhinorrhea and nasal dryness
and discomfort. These were all of mild intensity and most
of these were resolved. However, one patient discontinued
from the study due to nasal dryness suspected to be related
to fluticasone furoate.

Bias and limitations inherent to the PMS study design
were seen in this study. Limitation include early fermination
due to a mandate from the Philippine FDA fto stop PMS
studies by December 2012. Only 439 out of the intended
3,000 subjects were enrolled.

Conclusion

Fluticasone furoate nasal spray, among indicated
patients with AR showed AEs which approximate AE of
other similar post-marketing studies with incidence of less
than one percent for each event.?2"2 No SAEs nor drug-
related deaths were reported throughout the duration of
the study. Epistaxis, rhinalgia, rhinorrhea, hypersomnia and
nasal dryness and discomfort are AEs found fo be possibly
related to fluticasone furoate nasal spray.

Acknowledgement

Funding for this study was provided by GlaxoSmithKline
Philippines (registered at GSK Clinical Study Register under
Study ID 1156312; Clinical Study ID FFR1156312, with protocol
summary). All listed authors were full time employees of
GSK at the tfime the study manuscript was written. Statistical
analysis, medical writing, and editorial support, in the form of
collating author comments and formatting the manuscript
in line with journal requirements, were provided by EPSI
Philippines Global Research Inc. and was funded by GSK
Phils. Inc. We would like to thank all the investigators and
patients for their contributions to the study.

References

1. Nathan RA, Berger W, Yang W, Cheema A, Silvey MJ, Wu W,
Philpot E: Effect of once daily fluticasone furoate nasal spray on
nasal symptoms in adults and adolescents with perennial allergic
rhinitis. Ann Allergy Asthma Immunol. 100:497-505, 2008;

2. Martin BG, Ratner PH, Hampel FC, Andrews CP, Toler T, Wu
W, Faris MA, Philpot EE.: Optimal dose selection of fluticasone
furoate nasal spray for the treatment of seasonal allergic rhinitis
in adults and adolescents. Allergy Asthma Proc Mar-Apr; 28(2):
216-25, 2007

3. Bousquet J, Khaltaev N, Cruz AA, Denburg J, Fokkens WJ,
Togias A, Zuberbier T, et al: Allergic rhinitis and its impact on
asthma (ARIA) 2008. Allergy, 63(Suppl. 86): 8 - 160, 2008

4. Sheikh J, Jean T: Allergic rhinitis. Medscape 2017 (updated
November 15, 2017) Accessed online at http://emedicine.
medscape.com/article/134825-overview on 27 November 2017.

5. Abong JM, Kwong SL, Alava HDA, Castor MAR, De Leon
JC: Prevalence of allergic rhinitis in Filipino adults based on the
National Nutrition and Health Survey 2008. Asia Pac Allergy.
2(2):129-135, 2012

6. Guidelines for the Management of Allergic Rhinitis, Philippine
Society of Allergy, Asthma and Immunology. CPM 7th Edition.
Accessed online at http://www.thefilipinodoctor.com/cpm_pdf/

Volume 56 Number 1 Jan. - March, 2018 52



Javier, JC, et al. Safety of Fluticasone Furoate Nasal Spray

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

53

CPM7th%20Allergic%20Rhinitis.pdf on 8 December 2016.
Dykewicz MS, Fineman S, Skoner DP: Diagnosis and
management of rhinitis: complete guidelines of the Joint Task Force
on Practice Parameters in Allergy, Asthma and Immunology. Ann
Allergy Asthma Immunol 81 (5):478-518, 1998 Nov

Skoner DP. Complications of allergic rhinitis. J Allergy Clin
Immunol 105:S605-S609, 2000.

Meltzer EO, Nathan RA, Selner JC, et al. Quality of life and
rhinitic symptoms: Results of a nationwide survey with the
SF-36 and RQLQ questionnaires. J Allergy Clin Immunol 99:
S815-S819, 1997.

Weiner JM, Abramson MJ, and Puy RM. Intranasal
corticosteroids versus oral HI1 receptor antagonists in allergic
rhinitis: Systematic review of randomised controlled trials. BMJ
317:1624-1629, 1998.

Stempel DA, and Thomas M. Treatment of allergic rhinitis:
An evidence-based evaluation of nasal corticosteroids versus
nonsedating antihistamines. Am J Manag Care 4:89 —96, 1998.
Task Force on Allergic Disorders—American Academy of
Allergy, Asthma, and Immunology. The Allergy Report. Accessed
online at www.theallergyreport.org.last accessed Mar. 4, 2005.
Bousquet J, van Cauwenberge P, Khaltaev N: Allergic rhinitis
and its impact on asthma: ARIA workshop report. World Health
Organization. J Allergy Clin Immunol 2001 Nov; 108 (5 Suppl.):
S147-S334 (Pocket Guide [online]. seasonal or perennial allergic
rhinitis in adults and Available from URL: http://www.whiar.org
[Accessed 2007 Jul 26].

Ivan Cauwenberge P, Bachert C, Passalacqua G: Consensus
statement on the treatment of allergic rhinitis. European Academy
of Allergology and Clinical Immunology. Allergy. 55 (2): 116-34,
2000 Feb

Biggadike K, Bledsoe R, Hassell A: Fluticasone furoate (FF):
interactions with the glucocorticoid receptor [abstract no. P219].
Ann Allergy Asthma Immunol 2007 Jan; 98 (1 Suppl. 1): A91-2.
Plus poster presented at the 2006 Annual Meeting of the American
College of Allergy, Asthma and Immunology; 2006 Nov 9-15
McCormack Paul L, Scott Lesley J. Fluticasone furoate:
intranasal use in allergic rhinitis. Drugs. 67 (13): 1905-15. 2007
Biggadike K, Bledsoe R, Hassell A, et al. GW685698X—
Enhanced affinity for the glucocorticoid receptor: Receptor crystal
structure and route of metabolic inactivation. XXV European
Academy of Allergology and Clinical Immunology (EAACI)
Congress, Poster 783, Vienna, June 10-14, 2006.
Giavina-Bianchi P, Agondi R, Stelmach R, Cukier A, Kalil J.
Fluticasone furoate nasal spray in the treatment of allergic rhinitis.
Ther Clin Risk Manag. 4:465-472. 2008

GlaxoSmithKline Data on File. GW685698X Investigator’s
Brochure. Document RM2004/00130/02, Research Triangle Park,
NC: GlaxoSmithKline, November 3, 2006

Scadding GK, Keith PK. Fluticasone furoate nasal spray
consistently and significantly improves both the nasal and ocular
symptoms of seasonal allergic rhinitis: A review of the clinical
data. Expert Opin Pharmacother. 9:2707-2715. 2008

Study no. FFR113407. Drug Use Investigation for ALLERMIST
(Fluticasone Furoate). GSK-Clinical Study Registry. Accessed
online at https://www.gsk-clinicalstudyregister.com/study/113407

Volume 56 Number 1 Jan. - March, 2018

22.

?search=study&search terms=113407#pub on 27 November 2017
Study no. 113596. A postmarketing surveillance to monitor the
safety and effectiveness of Avamys NS administered in Korean
subjects according to the prescribed indication. GSK-Clinical
Study Registry. Accessed online on 27 November 2017 at https://
www.gsk-clinicalstudyregister.com/files2/113596-Clinical-Study-
Result-Summary.pdf



Safety of Fluticasone Furoate Nasal Spray Javier, JC, et al.

Appendices

Appendix 1. Medical history and pre-existing illness/condition by

medDRA

System Organ
Class

Ear and labyrinth disorders
Cerumen impaction
Eustachian tube dysfunction
Meniere’s disease
Middle ear inflammation
Vertigo
Vertigo positional

Endocrine disorders
Goitre

Preferred Term

Eye disorders

Eyelid oedema

Lacrimation increased
Gastrointestinal disorders

Ankyloglossia

Aphthous stomatitis
Infections and infestations

Acute sinusitis

Acute tonsillitis

Adenoiditis

Appendicitis

Bronchitis

Cellulitis

Chronic sinusitis

Chronic tonsillitis

Diverticulitis

Ear infection fungal

Laryngitis

Mastoiditis

Nasopharyngitis

Otitis externa

Otitis media

Otitis media acute

Otitis media chronic

Pharyngitis

Rhinitis

Sinusitis

Tonsillitis

Upper respiratory tract infection
Metabolism and nutrition disorders

Diabetes mellitus

Dyslipidaemia

Type 2 diabetes mellitus
Musculoskeletal and connective tissue disorders

Scoliosis

Spondylitis

Temporomandibular joint syn-

drome
Neoplasms benign, malignant and unspecified (incl
cysts and polyps)

Nasopharyngeal cancer
Nervous system disorders

Anosmia

Cerebrovascular accident

Dizziness

Migraine

Migraine without aura

Neuropathy peripheral
Respiratory, thoracic and mediastinal disorders

Adenoidal hypertrophy

Allergic cough

Allergic sinusitis

Asthma

Number of
Patients (%*)
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Appendix 1. Medical history and pre-existing illness/condition by

medDRA (continuation)

System Organ

Preferred Term
Class

Cough
Nasal congestion
Nasal polyps
Nasal septum deviation
Reflux laryngitis
Rhinorrhoea
Snoring
Vocal cord thickening
Skin and subcutaneous tissue disorders
Dermatitis atopic
Eczema
Vascular disorders
Hypertension

Number of
Patients (%*)

2(0.5)
3(0.7)
19 (4.5)
5(1.2)
12(2.9)

Number of
Events

2
3
19
5
12
1

AN = -

16

*The denominator used in the computation of percentages is the safety population.

Appendix 1l. Concomitant medications taken

Anatomical Group Generic Name

Alimentary tract and metabolism
Ascorbic acid
Chlorhexidine gluconate
Domperidone
Esomeprazole
Gliclazide
Lansoprazole
Metformin
Metformin hydrochloride
Omeprazole
Pantoprazole
Pantoprazole + domperidone
Pantoprazole sodium sesqui-
hydrate
Rabeprazole
Rabeprazole sodium
Sitagliptin phosphate
Sodium chloride
Vit. B nos
Vitamins nos
Antiinfectives for systemic use
Amoxicillin
Amoxicillin clavulanate
Amoxicillin trihydrate
Azithromycin
Cefaclor
Cefuroxime
Cefuroxime axetil
Ciprofloxacin
Clarithromycin
Clindamycin
Cloxacillin
Dexamethasone + neomycin
+ polymyxin
Fosamprenavir calcium
Levofloxacin
Sulbactam + ampicillin
Blood and blood forming organs
Cilostazol
Clopidogrel bisulfate

Number of
Patients
(%)
32(76)
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Appendix Il. Concomitant medications taken (continuation)

Number of

Anatomical Group Generic Name Patients Nlérc::tr:f
(%)
Cardiovascular system 17 (4.0) 29
Amlodipine 8(1.9) 12
Amlodipine besilate 1(0.2) 1
Atenolol 1(0.2) 2
Diltiazem hydrochloride 1(0.2) 1
Irbesartan 1(0.2) 1
Losartan 2(0.5) 2
Losartan potassium 1(0.2) 1
Pravastatin sodium 1(0.2) 1
Rosuvastatin 1(0.2) 2
Telmisartan 2(0.5) 4
Valsartan + hydrochloro-
thiazide 102 2
Dermatologicals 6(1.4) 7
Methylprednisolone 5(1.2) 6
Tolnaftate 1(0.2) 1
Nervous system 9(2.1) 15
Betahistine 4(1.0) 5
Betahistine hydrochloride 1(0.2) 1
Cinnarizine 2(0.5) 2
Diazepam 1(0.2) 2
Flunarizine 2(0.5) 3
Orphenadrine 1(0.2) 2
Respiratory system 193 (45.8) 375
Acetylcysteine 4(1.0) 4
Ambroxol 6(1.4) 7
Ambroxol hydrochloride 2(0.5) 2

Appendix Ill. Dosing information at baseline

Value

Baseline total daily dose, n(%*)

55 ug 10 (2.4)

110 ug 298 (70.8)

Others 113 (26.8)

Missing, n 0
Dosing requirement, n(%*)

oD 265 (62.9)

BID 131 (31.1)

TID 0(0.0)

Others 24 (5.7)

Missing, n 1
Mean 90.0
Median 110.0
Standard deviation 35.2
Minimum 10.0
Maximum 120.0

* The denominator used in the computation of percentages is the safety population.
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