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Drug Monograph

	Drug/Drug Class:
	Omnaris (Ciclesonide) Nasal Spray / Nasal Corticosteroid Agent
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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each spray of Omnaris contains 50 mcg of Ciclesonide.
Sepracor, Marlboro, MA 01752

	
	

	Summary of Findings:
	Omnaris nasal spray is a non-halogenated glucocorticoid that has demonstrated efficacy in the once daily treatment of nasal symptoms associated with seasonal and perennial allergic rhinitis in adolescents and adults.  Ciclesonide is a prodrug that is "on-site-activated," which may reduce the incidence of some adverse effects when compared to other nasal steroids, but more study is needed to confirm this claim.  Clinical comparisons between ciclesonide and other corticosteroid nasal sprays are not available, but will be needed to better differentiate these products.
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	Type of PA Criteria:
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Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Approximately 35 million Americans suffer from allergic rhinitis, which produces symptoms of a runny nose, nasal itching, sneezing, and nasal congestion.
Dosage Form(s) 1
Each spray of Omnaris delivers 50 mcg Ciclesonide.
Manufacturer
Sepracor, Marlboro, MA 01752
Indication(s) 1
Omnaris is indicated for treatment of nasal symptoms associated with seasonal and perennial allergic rhinitis in adults and adolescents 12 years of age and older. 
Clinical Efficacy1-7 (mechanism of action/pharmacology, comparative efficacy)
Ciclesonide is a non-halogenated glucocorticoid prodrug, requiring activation via esterase hydrolysis to the active metabolite des-ciclesonide.  While the exact mechanisms responsible for the anti-inflammatory action of corticosteroids on the nasal mucosa are unknown, glucocorticoids have a wide range of inhibitory activities against multiple cell types (e.g., mast cells, eosinophils, neutrophils, macrophages, lymphocytes) and mediators (e.g., histamine, eicosanoids, leukotrienes, cytokines) involved in allergic and nonallergic, irritant-mediated inflammation.  When administered topically, corticosteroids exert direct local anti-inflammatory effects with minimal systemic effects.
Note: Detectable serum levels of des-ciclesonide were not observed in healthy adults receiving ciclesonide nasal spray in daily doses of 200 mcg or less.
	
	OMNARIS

	Protein binding
	> 99%

	Volume of distribution (IV)
	12.1 L/kg

	Metabolism
	Intranasal ciclesonide is hydrolyzed to the active des-ciclesonide metabolite by esterases in the nasal mucosa.  Des-ciclesonide undergoes further metabolism in the liver to additional metabolites via CYP3A4 isoenzyme and to a lesser extent by CYP2D6.

	Excretion
	Feces (66%)
Urine (20%)

	Half-life
	---


The efficacy of ciclesonide nasal spray was evaluated in 3 randomized, double-blind, placebo-controlled clinical trials involving 1,524 patients with seasonal or perennial allergic rhinitis.  Assessment of efficacy in these trials was based on patient recordings of nasal symptoms on a 0-3 categorical severity scale (0 = absent, 1 = mild, 2 = moderate, 3 = severe) as reflective (previous 12 hours) or instantaneous scores.  Study results showed that ciclesonide nasal spray, 200 mcg administered once daily, was significantly more effective than placebo in reducing nasal symptoms (runny nose, nasal itching, sneezing, and nasal congestion).  Comparative clinical trials between ciclesonide nasal spray and other intranasal corticosteroids are not available.
Clinical Studies

SEASONAL ALLERGIC RHINITIS – DOSE-RANGING TRIAL
	Design
	Multicenter, 2-week, randomized, double-blind, parallel-group, placebo-controlled dose-ranging clinical trial (N=726).

	Inclusion Criteria
	Adolescent and adult patients with seasonal allergic rhinitis.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to receive ciclesonide nasal spray (25 mcg, 50 mcg, 100 mcg, or 200 mcg) once daily or placebo.

	Results
	The difference from placebo in the mean change in reflective total nasal symptom score from baseline over two weeks for patients receiving ciclesonide 200 mcg was –1.35 (95% CI: -2.43, -0.28; p = 0.014).  The difference from placebo at the lower doses was not statistically significant.

	Safety
	Not specified.


SEASONAL ALLERGIC RHINITIS
	Design
	Multicenter, 4-week, randomized, double-blind, parallel-group, placebo-controlled clinical trial (N=324).

	Inclusion Criteria
	Adolescent and adult patients with seasonal allergic rhinitis.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to receive ciclesonide nasal spray 200 mcg once daily or placebo.

	Results
	For the ciclesonide group, the difference from placebo in the mean change in reflective and instantaneous total nasal symptom scores from baseline were –0.90 (95% CI: -1.36, -0.45; p < 0.001) and –0.84 (95% CI: -1.30, -0.39; p < 0.001), respectively.

	Safety
	Not specified.


PERENNIAL ALLERGIC RHINITIS
	Design
	Multicenter, 6-week, randomized, double-blind, parallel-group, placebo-controlled clinical trial (N=461).

	Inclusion Criteria
	Adolescent and adult patients with perennial allergic rhinitis.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to receive ciclesonide nasal spray 200 mcg once daily or placebo.

	Results
	For the ciclesonide group, the difference from placebo in the mean change in reflective and instantaneous total nasal symptom scores from baseline were –0.62 (95% CI: -0.97, -0.28; p < 0.001) and –0.53 (95% CI: -0.90, -0.17; p = 0.004), respectively.

	Safety
	Not specified.


Contraindications1
· Hypersensitivity to any product components.
Warnings and Precautions1
· The replacement of a systemic corticosteroid with a topical corticosteroid can be accompanied by signs of adrenal insufficiency or symptoms of corticosteroid withdrawal.  Patients previously treated for prolonged periods with systemic corticosteroids and transferred to topical corticosteroids should be carefully monitored for acute adrenal insufficiency in response to stress.
· Patients using drugs that suppress the immune system are more susceptible to infections than healthy individuals.
Adverse Effects1
	MOST COMMON, > =2%
	OMNARIS NASAL SPRAY 200 mcg once daily
	PLACEBO

	Headache
	6.0%
	4.6%

	Epistaxis
	4.9%
	2.9%

	Nasopharyngitis
	3.7%
	3.3%

	Ear pain
	2.2%
	0.6%


Drug Interactions1
· Ketoconazole
Dosage and Administration1

USUAL DOSE  2 sprays (50 mcg/spray) in each nostril once daily.
Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH
	COST/
DAY

	Ciclesonide
	Omnaris
	50 mcg
	200 mcg daily
	$  94.49
	$ 3.15

	Beclomethasone
	Beconase
	42 mcg
	168 mcg BID
	$  99.80
	$ 4.44

	Budesonide
	Rhinocort Aqua
	32 mcg
	64 mcg daily
	$  83.93
	$ 1.40

	Flunisolide
	Bausch & Lomb
	25 mcg
	100 mcg BID
	$  46.49
	$ 1.86

	Fluticasone
	Roxane
	50 mcg
	200 mcg daily
	$  75.27
	$ 2.51

	Mometasone
	Nasonex
	50 mcg
	200 mcg daily
	$  81.32
	$ 2.71

	Triamcinolone
	Nasacort AQ
	55 mcg
	220 mcg daily
	$  82.84
	$ 2.76


*Average Wholesale Price (AWP)
Conclusion

Ciclesonide nasal spray is a non-halogenated glucocorticoid that has demonstrated efficacy in the once daily treatment of nasal symptoms associated with seasonal and perennial allergic rhinitis in adolescents and adults.  Ciclesonide is a prodrug that is "on-site-activated," which may reduce the incidence of some adverse effects when compared to other nasal steroids, but more study is needed to confirm this claim.  Clinical comparisons between ciclesonide and other corticosteroid nasal sprays are not available, but will be needed to better differentiate these products.  
Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List and is currently under solicitation.
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