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Drug Monograph

	Drug/Drug Class:
	Firazyr (Icatibant) Injection / Bradykinin Inhibiting Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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 FORMCHECKBOX 
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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 30 mg/3 mL single use, prefilled syringe of Firazyr injection contains 30 mg Icatibant.
Shire Orphan Therapies, Inc., 300 Shire Way, Lexington, MA 02421

	
	

	Summary of Findings:
	Firazyr is a bradykinin B2 receptor antagonist that has demonstrated efficacy for the treatment of acute attacks of hereditary angioedema (HAE) in adults. In contrast to other available agents for acute attacks of HAE, Firazyr can be self-administered, which is important since the attacks can be unpredictable. Firazyr has orphan drug designation status.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 No PA Required


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
Hereditary Angioedema (HAE) is a rare genetic disease caused by low levels or a dysfunction of C1 esterase inhibitor (C1-INH). A reduction in C1-INH activity can lead to elevated plasma levels of bradykinin, which is thought to be responsible for the HAE symptoms. HAE is characterized by recurrent sudden attacks of edema of the skin or the mucous membranes (gastrointestinal tract, larynx). The swelling can be disfiguring and painful, especially with abdominal attacks, and laryngeal attacks are potentially life-threatening. The symptoms of HAE do not respond to standard therapy for allergic angioedema, such as epinephrine, corticosteroids, and antihistamines.
Dosage Form(s)1
Each 30 mg/3 mL single use, prefilled syringe of Firazyr injection contains 30 mg Icatibant.
Manufacturer1
Shire Orphan Therapies, Inc., 300 Shire Way, Lexington, MA 02421
Indication(s)1
Firazyr injection is indicated for the treatment of acute attacks of HAE in adults 18 years of age and older.  
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-9
Firazyr is a competitive antagonist that is selective for the bradykinin B2 receptor and with an affinity similar to bradykinin. HAE is caused by an absence or dysfunction of C1-esterase inhibitor, a key regulator of the Factor XII/kallikrein proteolytic cascade that leads to bradykinin production. Bradykinin is a vasodilator that is thought to be responsible for the characteristic HAE symptoms of localized swelling, inflammation, and pain. Firazyr inhibits bradykinin from binding to the B2 receptor and thereby treats the clinical symptoms of an acute, episodic attack of HAE.
	
	FIRAZYR

	Protein binding
	---

	Volume of distribution
	29 L

	Metabolism
	Extensive via proteolytic enzymes to inactive metabolites.

	Excretion
	Urine

	Half-life (mean)
	1.4 hours


The approval of Firazyr was primarily based upon three double-blind, randomized, controlled clinical trials (FAST 1, 2, and 3) involving 223 adult patients with acute attacks of HAE. Study results showed that across the 3 controlled trials, patients treated with Firazyr had a median time of 2 to 2.3 hours for a 50% reduction in baseline symptoms compared with almost 20 hours for patients receiving placebo. Self-administration of Firazyr was also assessed in an open-label trial by 56 patients. Patients who administered Firazyr during an acute attack of HAE had a median time to a 50% reduction in the pretreatment composite 3-item visual analog score (VAS) of 2.6 hours. The safety profile in these patients was similar to that of patients whose therapy was administered by healthcare professionals. Clinical comparisons between Firazyr and other agents used to treat acute attacks of HAE are not available.
HEREDITARY ANGIOEDEMA
	STUDY DESIGN
	Multinational, randomized, double-blind, placebo-controlled clinical trial (FAST 3) (n=98).

	INCLUSION CRITERIA
	Adult patients (median age, 36 years) with acute attacks of HAE.

	EXCLUSION CRITERIA
	Not specified.

	TREATMENT REGIMEN
	Patients who had developed moderate to severe cutaneous or abdominal, or mild to moderate laryngeal attacks of HAE were randomized to either Firazyr 30 mg subQ or placebo. Patients with severe laryngeal attacks of HAE received open-label Firazyr 30 mg. The primary endpoint was assessed using a 3-item composite visual analog score (VAS) that was comprised of averaged assessments of skin swelling, skin pain, and abdominal pain. Clinical response was defined as at least a 50% reduction from the pretreatment VAS score. Secondary endpoints that were evaluated included time to almost complete symptom relief (VAS < 10 mm) and use of rescue medication.

	RESULTS
	The median time to a 50% reduction in symptoms for patients with cutaneous or abdominal attacks who received Firazyr (n=43) compared with placebo (n=45) was 2 hours (95% confidence interval (CI), 1.5 to 3 hours) versus 19.8 hours (95% CI, 6.1 to 26.3 hours), respectively (p < 0.001). The median times to almost complete symptom relief were 8 versus 36 hours for Firazyr and placebo, respectively. In terms of rescue medication, 3/43 (7%) patients treated with Firazyr used additional rescue medication compared with 18/45 (40%) patients treated with placebo.

	SAFETY
	The most common adverse effect with Firazyr was injection site reactions.


Contraindications1
· None.
Warnings and Precautions1
· Laryngeal attacks: Patients should seek immediate medical attention after using Firazyr.
Adverse Effects1

	Most common, 
> 1%
	Firazyr
(n=77)
	Placebo

(n=75)

	Injection site reaction
	97%
	33%

	Pyrexia
	4%
	0

	Transaminase increased
	4%
	0

	Dizziness
	3%
	1%


Drug Interactions1
· ACE inhibitors.
Dosage and Administration1
USUAL DOSE Inject 30 mg subQ in the abdominal area. If the response is inadequate or symptoms recur, additional injections of 30 mg may be administered at intervals of at least 6 hours. Do not administer more than 3 injections in 24 hours. Patients may self-administer upon recognition of an HAE attack  
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / SYRINGE

	Icatibant
	Firazyr
	30 mg/3 mL single use, prefilled syringe
	30 mg subQ every 6 hours as needed (MAX dose of 90 mg in 24 hours)
	$  6,800.00


*Wholesale Acquisition Cost (WAC)
Conclusion

Firazyr is a bradykinin B2 receptor antagonist that has demonstrated efficacy for the treatment of acute attacks of HAE in adults. In contrast to other available agents for acute attacks of HAE, Firazyr can be self-administered, which is important since the attacks can be unpredictable. Firazyr has orphan drug designation status.
Recommendation

MO HealthNet Division recommends Open Access status for this product.
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