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Efficacy and safety of intranasal corticosteroids approved for over-the-counter use
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Background: Allergic rhinitis (AR) is a common disorder affecting 20%-25% of Canadians." Intranasal corticosteroids
gyﬁﬁ?ﬁﬁiiﬁfﬁiﬁ fsgztt;eoafmecnésa:;jp?g\rgz?c;? g\%egibslee;.over I i1 O (058 review wae fo Six trials met the inclusion criteria, 3 evaluating FPNS,>* and 3 evaluating TANS,>" vs placebo. In both studies, the 2 FPNS dosing regimens provided statistically significant reductions in total Figure 4. Physician- and patient-rated overall evaluation of response after Figure 6 illustrates the patient-rated overall evaluation of response to treatment in the Ratner et
Methods: A search using keywords allergic rhinitis, anti-allergic agents, intranasal administration, fluticasone, and A total of 1218 and 747 subjects were enrolled in the FPNS and TANS trials, respectively. nasal symptom scores vs placebo (all P < .05). treatment with TANS or placebo (greatly or somewhat improved). al* study. More patients receiving FPNS were mildly, moderately, or greatly improved compared
triamcinolone was conducted on Ovid MEDLINE and Google Scholar. The search was limited to placebo-controlled Four trials evaluated patients with SAR (N=1,422),>4>" and 2 trials evaluated patients with with patients receiving placebo. The treatment difference between FPNS and placebo was

Results of the clinician-rated overall assessment of response to treatment in the Nathan et al? and
the Banov et al® studies are illustrated in Figure 2. More patients receiving FPNS demonstrated
moderate or significant improvement in symptoms compared with patients receiving placebo

(P < .01 for both FPNS groups vs placebo in both studies). There was no difference in response
between the 2 FPNS groups in either study.

studies published from 1991 to present. Studies were included that evaluated the efficacy of intranasal fluticasone PAR (N=543).3¢ All studies utilized OTC-recommended dosing of FPNS and TANS: FPNS was
plERlCnatsiofiliameinoloneiacetonide for the treatment of seasonal or perennial AR. administered at a dose of 200 mcg daily, and TANS was administered at a dose of 220 mcg daily.
Table 1 summarizes the characteristics of the studies included. The primary outcome measure
was reduction in nasal symptoms in all studies with the exception of one, which evaluated

statistically significant (P = .01).
Settipane et al Day 21 Kobayashi et al Day 28 Munk et al Day 14

Results: Six trials met the inclusion criteria, 3 evaluating fluticasone propionate intranasal spray (FPNS)** and 3
evaluating triamcinolone acetonide intranasal spray (TANS),>” vs placebo. A total of 1218 and 747 subjects were
enrolled in the FPNS and TANS trials, respectively. The primary efficacy measure was reduction in nasal symptoms
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Figure 6. Patient-rated overall evaluation of response after treatment with
FPNS or placebo.
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scores (NS). FPNS demonstrated statistically significant reduction in NS when compared with placebo (P < .01) and reduction in ocular symptoms.
reduction in obstruction upon awakening (P < .01), indicating efficacy lasting 24 hours. One study evaluating reduction _ S _ _ B
in ocular symptoms (OS) showed FPNS significantly reduced OS when compared with placebo (P = .002). TANS Table 1. Characteristics of the studies Figure 2. Clinician-rated overall evaluation of response after treatment with g, S . .
also demonstrated significant reduction in NS when compared with placebo (P < .05) across all trials. Overall, safety a . - - g- - £
evaluations indicated both FPNS and TANS were well tolerated. FPNS or placebo (Slgmflcant or moderate |mprovement). g 2 40
Conclusions: As more INCSs for AR become available OTC, the role of the health professional is pivotal in diagnosis, Design Participants Duration of Intervention Outcomes % S 25
treatment selection, and education of patients with AR. The efficacy and safety of INCSs is well established. Allergic protocol (wk) Nathan et al Day 15 Banov et al Week 24 E’ é 30 ‘q:',' _
Rhinitis and its Impact on Asthma (ARIA) and Canadian guidelines recommend the use of INCSs to manage mild Nathan etal? | M, R, DB, | N=227; mean age 2 FPNS 100 mcg cTNSS, pTNSS o) £ & 2
persistent to moderate-to-severe AR. Health professionals should feel comfortable in recommending an INCS for use o ’ ’ ’. ’ 80 20 o &
e PC, PG across arms, BID vs FPNS evaluation of =5 ..
' 32.7-34.9y 200 mcg QD vs response 70 10 T2
(range, 18-62 ) placebo NS to therapy . . g ¥ )
with SAR k= Physician Patient Physician Patient Physician Patient
0
Banovetal® | M, R, DB, | N=365; mean age 24 FPNS 100 mcg | cTNSS, pTNSS, I mTANS 220mog M Placebo 5
BaCkg round PC, PG | across arms, BID vs FPNS evaluation of Eg -
35-36 y (range, 200 meg QD vs (PRI '=E @ P < .05 for TANS vs placebo in all 3 studies 0
Allergic rhinitis: disease state and impact 12-74 y) with PAR placebo NS to therapy g 12 » | " | Mildly Improved Moderately Improved Significantly Improved
. . L : L . 0/ 20 : o - _
,g\(l)ls/rgzlc;or/hm]lctlcs: (AR;)_ IS a 1(:_r|1_[]on|c: mfla]\mmatofr}A/\Fd{l.se.ase thajt affelctg 1”0 Yo f(?O/: of Amterlzg?/s ?nd Ratneretal* | M. R, DB, | N=626: mean age 5 FPNS 200 mcg QD | rTOSS, Efficacy: Ocular Symptoms B FPNS 200 mog QD M Placebo
02970 O _anag lans.— 1he prevalence o IS Increasing giobally, afiecting up o 4U7 © PC, PG | across arms, vs placebo NS evaluation 10 One study evaluated the effect of an INCS on ocular symptoms associated with AR. Ratner et
people worldwide 40.4-40.5 y (range, of response ) al* compared the effect of a 14-day course of FPNS 200 mcg once daily to placebo on ocular P = .01 for FPNS vs placebo.
* ARis clinically characterized by symptoms including nasal discharge, itching, sneezing, and 12-79 y) with SAR to treatment B FPNS 100 mog BID MFPNS 200 mog GD M Placebo symptoms associated with SAR. The primary end point was mean change from baseline in FPNS, fluticasone propionate intranasal spray; QD, once daily.
nasal congestion® ient-r reflective total ocular symptom score (T .
_ J _ _ _ _ _ _ _ _ - Settipane M, R, DB, | N=429; mean age 3 TANS 220 mcg NI, evaluation patient-rated reflective total ocular symptom score (rTOSS)
* ARs assqmatec;l W'th f)fther inflammatory disorders including asthma, rhinosinusitis, et al® PC, PG | across arms, 37y QD vs placebo NS | of response P <.01 for both FPNS groups vs placebo in both studies. Figure 5 illustrates the mean change from baseline in patient-rated rTOSS with FPNS or placebo Safety | |
and allergic conjunctivitis™ (range, 18-79y) to treatment BID, twice daily; FPNS, fluticasone propionate intranasal spray; QD, once daily. in the Ratner et al* study. The FPNS group separated from the placebo group beginning at day Across the 6 studies, FPNS and TANS were well tolerated, with most adverse events (AEs)
 The effects of AR on quality of life (QOL) are well established, with adverse effects on with SAR 4, and the magnitude of reductions increased progressively until day 14. At day 14, the least classified as mild or moderate in intensity. With the exception of headache, AEs consisted of local
sleep, school, work productivity, and social life.’® AR has been classified as a major chronic . . . Figure 3 illustrates the effects of TANS on patient-rated nasal index (NI) scores in the Settipane squares mean change from baseline in rTOSS was statistically greater for FPNS than for placebo nasal events (nasal irritation, nasal burning, epistaxis) commonly associated with the application
- - o - Kobayashi M, R, DB, | N=178; mean age 4 TANS 220 meg NI, evaluation 5 - 6 7 - o A o P i r aritar of topical nasal sprays in the presence of rhinitis. These AEs occurred at a low rate ( ~3%) and
respiratory disease due to its high prevalence and impact on QOL® ot alb pC PG | across arms QD vs placebo NS | of response et al,® the Kobayashi et al,® and the Munk et al” studies. (P = .002). Further, this difference was deemed clinically significant based on a priori criteria. p . pb 3; Ft) Joe ol i oo 0
: : : R : : : : : : ’ : indivi i ' ' ' ' were comparapie petween active treatment groups an dCebo groups
AR is also associated with a significant financial burden: direct medical cost in the United 30-32 (ra_nge, to treatment In all 3 studies, TANS resulted in statistically significant improvements in NI symptoms compared In relge!rd th r|1nd|V|duaI iymptOfmS (eye |t?h|ng or l?luml?lg’ t_earmg or watering, anﬁ redr:jeSS),_ - P group P group
States increased from $6.1 billion in 2000 to $11.2 billion in 2005, greater than for diabetes, 11-59) with PAR with placebo. analysis of the mean change from baseline in daily reflective symptom scores showed statistically
coronary heart disease, and asthma™ _ significant differences between FPNS and placebo. :
’ Munk et al’ M, R, DB, | N=140; mean age 2 TANS 220 mcg NI, evaluation Conclusions
Treatment PG, PG | across amms, (D vs placebo NS | ot response Figure 3. Patient-rated reduction in nasal index scores with TANS Figure 5. Mean change from baseline in patient-rated reflective total ocular
. . . . L 35-37 (range to treatment . B o ' ' - -bli
- Intranasal corticosteroids (INCSs) are considered the most effective medication for 20-65)(witr?S,AR or placebo. symptom score with FPNS or placebo The results of these multicenter, randomized, placebo-controlled, double-blind
management of AR symptoms and have become a mainstay of AR therapy, with an increasing _StUd'eS are consistent and demonstrate that both FPNS and TANS are effecj:lve
number now available over the counter (OTC)® BID, twice daily; cTNSS, clinician-rated total nasal symptom score; DB, double-blind; FPNS, fluticasone propionate intranasal Settipane et al Day 21 Kobayashi et al Day 28 Munk et al Day 14 In reducmg the total nasal SymptOmS of SAR or PAR over a 2- to 24-week pe”Od
: : : : spray; M, multicenter; NI, nasal index; NS, nasal spray; PAR, perennial allergic rhinitis; PC, placebo-controlled; PG, parallel group; 0.0 . : - - - : ¥ - -
 Practice guidelines and parameters have been developed to classify AR symptoms and pTNSS, patient-rated total nasal symptom score; QD, once daily; R, randomized; rNCSS, reflective nasal congestion symptom 0 0.1 The onset of action is rapid, with significant improvements in nasal symptoms
provide treatment recommendations. In Canada, the rhinitis guidelines provide an approach to score; rTOSS, reflective total ocular symptom score; TANS, triamcinolone acetonide intranasal spray; SAR, seasonal allergic o 02 noted as early as 1-4 days
. : . TR 05 Q o -0 : : : :
assessment of symptoms as well as treatment selection for Canadian health care providers.'? "hinitis; y, years. . % g _g: AN — Improvements in nasal symptoms are progressive and sustained over time
. . . . : . 0 o N § - | |
The Canadian guidelines recommend nonsedating oral antihistamines for the relief of Efficacy: Nasal Symbtoms < g 08 I e N . » |n addition to nasal symptoms, 1 study demonstrated the efficacy of FPNS in
sneezing, pruritus, and rhinorrhea in patients with milder symptoms,’ while INCS monotherapy y. ymp " 15 ¥ § 06 b _¥ ; reducing ocular symptoms associated with AR
. . . . o . . . . : " Talla) g -~ -y - Bl SN
or in combination with an antihistamine is recommended for moderate-to-severe intermittent Figure 1 illustrates the effects of FPNS on clinician-rated total nasal symptom score (CTNSS) R =g O | ; '{ - { - { S > o |
and its Impact on Asthma (ARIA), was developed in collaboration with the World Health et al” studies. 5 m & 10 - rec(l)ness, watering, and eyelid swelling are associated with AR in about \
Organization.’ The ARIA guideline provides a strong recommendation for INCSs for the 5 3 S & o ST 40% of patients and have documented negative effects on patients’ QOL
treatment of AR in adults. Figure 1. Clinician- and patient-rated reduction in total nasal symptom S s g F -2  With any OTC medication, safety is paramount. The incidence of AEs with FPNS
Summary and objective scores with FPNS or placebo. y = and TANS was low, primarily local nasal events and comparable to placebo
« Many patients who suffer with AR seek care from specialists who are key to recognizing 4.5 e » Specialists are key to recognizing and aSS@SSSmQ the symptoms of AR and
and assessing the Symptoms Of AR and recommending appropriate treatment(s) based on Nathan et al Day 15 Banov et al Week 24 B TANS 220 mcg M Placebo ’ 5 3 4 5 5 . 8 9 10 1 12 13 14 reCOmmendlng apprOprlat?Btreatment(S) INC S are StrOng|y recommended
symptom presentation, duration, and severity, while minimizing treatment-related adverse TNSS STNSS TNSS STNSS Day t_O rel_leve symptoms of A'ﬁ , and a systematic review supports their use as
events. Therefore, it is important for practitioners to have a good understanding of the efficacy 0 P < .05 for TANS vs placebo in all 3 studies. AFPNS 200 mcg QD M Placebo first-line treatment for AR
and safety of INCSs that are available OTC 20 — The availability of FPNS and TANS OTC makes them cost-effective and
* The objective of this literature review was to summarize available published evidence for OTC 2 40 Figure 4 illustrates the physician- and patient-rated overall evaluation of response to treatment P =.002 for FPNS vs placebo at day 14. accessible treatment options for patients with AR
INCSs in Canada g - in the Settipane et al,”> the Kobayashi et al,® and the Munk et al” studies. More patients receiving Used with permission from Ratner P, Van BJ, Mohar D, et al. Ann Allergy Asthma Immunol. 2015;114(2):141-147. — The data reviewed here provide strong clinical evidence to recommend
o TANS were greatly improved or somewhat improved compared with patients receiving placebo FPNS, fluticasone propionate intranasal spray; QD, once daily. use of these OTC products when appropriate
5 (P < .05 for TANS vs placebo in all 3 studies).
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