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ORIGINAL RESEARCH |

A Comparison of the Efficacy of Fluticasone
Proplonate Aqueous Nasal Spray and Loratadine,
Alone and in Combination, for the Treatment of
Seasonal Allergic Rhinitis

Paul H. Ratner, MD; Julius H. van Bavel, MD; Bruce G. Martin, DO; Frank C. Hampel Jr., MD

" William €. Howland, I1I, MD; PaulaR Rogevies, PhD; Ronald E. Westlund Brian W. Bowe:rs thmD
and Cindy K. Cook
San Antonio, Austin, and New Braunfels, Texas and Research Trwmgle Pamlc North Carolina

BACKGROUND. Intranasal corticosteroids and oral antihistamines are both eﬁectlve in the treatment of season-

. al allergic rhinitis, although the therapeutic value of administering the two types of agents concurrently has rarely
been evaluated. This study was desigried to compare the efficacy, safety, and impact on quality of life of fluticas-
one propionate aqueous nasal spray (FP ANS), loratadine, FP ANS plus loratadine, and placebo (an aqueous
nasal spray plus tablet)-in the freatment of seasonal allergic rhlnms durlng the mountain cedar allergy season in
south central Texas.

_ METHODS._Six hundred pati_ents with seasonal allergic rhinitis were treated for 2 weeks with either FPANS
200 ug once daily, loratadine 10 mg once daily, the FP ANS and loratadine regimens combined, or placebo in a
multicenter, randomized, double-blind, double-dummy, parallel-group study.

RESULTS. Clinician- and patient-rated total and individual nasal symptom scores after 7 and 14 days of therapy
and overall evaluations were significantly lower (P < .001) in the FP ANS and FP ANS plus loratadine groups
compared with the loratadine only and placebo groups. Loratadine was not statistically different from placebo in
clinician and patient symptom score ratings nor in overall clinician and patient evaluations. FP ANS plus iorata-
dine and FP ANS monotherapy were comparable in efficacy in aimost all evaluations; for some patient-rated
symptoms the combination was found superior. Mean score changes in the Rhinoconjunctivitis Quality of Life
Questionnaire from baseline to day 14 showed significantly greater improvement (P <.001 ) in.quality of life in the
FP ANS group than in the group of patients receiving loratadine only or placebo, and no significant benefit was
demonstrated in the FP ANS plus loratadine group over the FP ANS monotherapy group. No serious or unusual
drug-related adverse events were reported. Combining loratadine with FP ANS did not alter the adverse evenis
profile or frequency. '

CONCLUSIONS. In the treatment of seasonal allergic l’hlnItIS FP ANS is superior to loratadine and placebo and
adding Ioratadlne to FP ANS does not confer meaningful addmonal benefit.

KEY WORDS. Rhinitis, allerglc seasonal; loratadine; antlhlstamme fluticasone propiondte aqueous nasal spray
[non-MeSH)]. (J Fam Pract 1998; 47:118- 125)

mines tend to have a more pronounced effect on eye
symptoms.** The choice of one mode of pharma-
cotherapy over the other is generally based on patient
preference, with the goal of achieving the most effec:
tive control of rhinitis symptoms with the fewest side
effects. B
One currently available intranasal corticosteroid

ntranasally  administered  corticosteroids and
nonsedating, second-generation oral antihista-
mines currently form the core of pharma-
cotherapy for seasonal allergic rhinitis.** Both -
treatments have been shown to alleviate or sig-
nificantly réduce the rhinorrhea, sneezing, and nasal
itching characteristics of allergic rhinitis.> While

" intranasal corticosteroids reduce nasal blockage
more effectively than oral antihistamines,’ antihista-

Subméited, revised, May 7, 1998. From Sylvana Research, Son -

preparation, fluticasone propionate aqueous nasal
spray (FP ANS) (Flonase Nasal Spray, 0.05% w/%
Glaxo Wellcome Inc, NC), was developed to provide 2
high ratio of local anti-inflammatory to systemic activ-

Antonio, Texas (PH.R.); Allergy Associates of Austin
Diagnostic Clinic (J.H.V.) and HealthQuest Research (W.C.H),
Austin, Texas; Southwest Allergy and Asthma Research :
Center, San Antorio, Texas (B.G.M.); and Central Texas
Health Research, New Braunfels (F.C.H.); Glaxo Wellcome Iric,
Research Triangle Park, North Carolina (R.E.-W, BW.B.,
PR.R., C.K.C.). Requests for reprints should be addressed to
Paul H. Ratner, MD, Sylvana Research, 7711 Lowis Pastew
T D'r'we*Smte 406, San Antorio, TX 78229.

ity.*” In clinical trials of 2 to 4 weeks’ duration com
" paring FP ANS with oral antihistamines, FP ANS
demonstrated sighificantly greater effectiveness tha?
loratadine,** terfenadine,®* astemizole, and cetf
rizine® in relieving nasal symptoms of rhlmtls
Drouin and colleagues” have suggested that the
concomitant administration of an intranasal cortico®”
teroid regimen with an oral antihistamine regime

This material may be protected by Copyrlght law (T|tle 17 U.S. Code)
118 The Journal of Family Practice, Vol. 47, No. 2 (Aug), 1998
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FLUTICASONE VS LORATADINE iN RHINITIS

meoretlcally should result in Cfreater relief of both

with either regimen alone. Although several clinical tri-
s ‘have evaluated the efficacy of intranasal
peclomethasone dlproplonate in combination with an
oral antihistamine,”™ and one study has investigated
an FP-ANS—cetirizine combination,® there have been
po studies to date evaluating a combination of FP ANS
-snd loratadine. The purpose of the present study was
to compare the efficacy, safety, and impact on quality
of life of FP ANS, loratadine, FP ANS combined with
joratadine, and placebo over .2 2-week period. in the
wreatment of nasal symptoms of seasonal allergic rhini-
iis due to mountain cedar pollen.

PATIENTS :
Male and nonpregnant female outpatients, aged 12
years or older, were eligible for the study if they had

according to four criteria: (1) positive (a 2+ reaction,

ter at least 3 mm greater than diluent control) skin test
reaction to mountain cedar (Juniperus ashet) allergen
within 12 months; (2) appearance of the nasal mucosa
consistent with a diagnosis of seasonal allergic rhini-
- tis;-(3) a history of seasonal onset and offset of symp-
toms for at least two previous mountain cedar pollen
seasons; and (4) moderate to severe symptoms of
thinitis evidenced by patient diary card ratings during
. arun-in. Patients were ineligible for the study if they
had- received, before the screening visit, treatment
with -Joratadine within 1 week, astemizole within 6
weeks, cromolyn sodium within 2 weeks, over:the-
counter or-prescription-medications-that-could affect
thinitis symptomatology- (eg, nasal ‘decongestants)
within 72 hours, or inhaled, intranasal, or systemic cor-
ticosteroids within 1 month. Patients could not have
either- a septal deviation (>50% blockage) or -a nasal
polyp ‘that could obstruct penetration of an intranasal
spray. Patients were not included if they had a history
of nasal septal surgery or nasal septal perforation.
Patients were excluded if they had. clinically signifi-
cant physical examination flnd_mgs at screening, had
evidence of candidal: mfectlon or were-pregnant or

condition-or impairment-that might affeet their ability
to complete the study or provide informed consent.

STUDY DESIGN ,
The protocol for this double-blind, placebo-controlled,
Parallel-group comparative trial was approved by an
H}Stitutional review board for each of the five study
Sites. All ‘patients or-their guardians gave written
formed consent.' This study was a double-dummy
design in which patients randomized to active oral
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pssal and ocular rhinitis symptoms than is achievable =~

moderate to severe seasonal allergic rhinitis dlagnos_ed 7

scored on a scale of 0 to-4, defined as a wheal diame--

laﬁtatmc Patients were also excluded if they had any .

'

medication- received both a placebo nasal spray and
active ‘oral medication, and patients randomized to
active nasal spray received both the active nasal spray
and placebo oral medication. At the screening visit,
clinicians evaluated potential study candidates by rat-

-ing their nasal symptoms (sneezing, nasal blockage,
rhinorrhea, and nasal itching) according to a visual .

analog scale, ranging from 0 (absent) to 100 (severe),*

‘and by completing the following: a medical history,

skin testing for allergy to mountain cedar allergen (if
not done within previous 12 months), a physical exam-
ination, clinical laboratory tests, pregnancy test, and
an examination of the nose and oropharynx for evi-
dence of Candida. Patients who had symptoms began
the 7- to 30-day run-in period immediately after screen-
ing, and patients who were free of symptoms were
instructed to record their allergy symptoms associated
with mountain cedar as soon as they began, so that the
run- -in period could be initiated. .

" During the run-in period and throudhout the study,
patients used the visual analog scale described above
to rate- their nasal symptoms daily on diary cards.

-Symptoms” were rated in: the evening to represent

symptoms for the entire day. To qualify for enrollment,
the total nasal symptom score (derived by adding indi-
vidual symptom scores for nasal blockage, rhinorrhea,
sneezing, and nasal itching for the day) was required to
be at least 200 of a possible 400-on 4 of the 7 days
immediately preceding enrollment.

Patients who met this criterion were randomly
assigned on day 0 (baseline) to receive one of four reg-
imens for 14 days: FP ANS 200 pg (two 50-iig sprays
per nostril) plus one placebo capsule (to match the
loratadine dosing form) once daily at 8 am; placebo
nasal spray (two sprays per nostril) plus one encapsu-
lated loratadine 10-mg tablet once daily at 8 amM; FP
ANS 200-ng (two 50-ug sprays per nostril) plus one
encapsulated loratadine 10-mg tablet once daily at 8
AM; placebo spray (two sprays per nostril) plus one

- placebo capsule once daily at 8 am. The formulation of

loratadine used for encapsulation was Claritin tablets
(Schering- Corporation, Kenilworth, NJ).. Dissolution
testing confirmed that active capsules wefe compara-
ble with unencapsulated tablets.

EFFICACY ANALYSIS -

Patients recorded their nasal symptoms and use of
study medication daily on diary cards throughout.the .
treatment phase. Nasal symptoms were assessed by
the clinician on day 0 (before the first dose of drug was
administered), day 7, and day 14. During the treatment

_period, patients were not permitted to use any other

medication that might affect rhinitis symptoms. At
every clinic visit, clinicians recorded the occurrence of
adverse events (defined as any untoward medical
occurrence, drug-related or not), recorded concomi-
tant medications used, checked compliance by diary

The Journal of Family Practice, Vol. 47, No. 2 (Aug), 1998 119

-

Find authenticated court documents without@%rﬁa’f‘mgictdl)%%arapﬁggn‘ﬁ of 11



esperw
Sticky Note
None set by esperw

esperw
Sticky Note
MigrationNone set by esperw

esperw
Sticky Note
Unmarked set by esperw

https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




