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Drug Monograph

	Drug/Drug Class:
	Ilaris (Canakinumab) Injection / Interleukin-1 Beta Antibody Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
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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 vial of Ilaris contains 180 mg of Canakinumab.
Novartis Pharma, Stein AG, Stein, Switzerland for Novartis Pharmaceuticals Corporation, East Hanover, NJ 07936.

	
	

	Summary of Findings:
	Ilaris is an interleukin-1 beta blocker that has demonstrated efficacy in the treatment of Cryopyrin-Associate Periodic Syndromes (CAPS) in adults and children 4 years of age and older.  Ilaris is the first approved treatment for patients as young as 4 years old suffering from two forms of CAPS (MWS and FCAS).  It appears to be generally well tolerated and offers the advantage of a once every 8 weeks dosing schedule.  Ilaris was given an orphan drug designation and received a priority review by the FDA.  In addition to ongoing studies in CAPS, clinical trials are also under way with Ilaris in systemic juvenile idiopathic arthritis, and more common disorders such as some forms of gout, chronic obstructive pulmonary disorder and type 2 diabetes. 

	
	

	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
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 Preferred Agent
 FORMCHECKBOX 
 PA Not 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
CAPS is caused by a single gene mutation that leads to overproduction of interleukin-1 beta, which causes sustained inflammation and tissue damage.  Symptoms, such as debilitating fatigue, rash, fever, headaches, joint pain and conjunctivitis, can be present from birth or infancy, and can occur daily throughout patients' lives.  Long-term consequences may be serious and potentially fatal, including deafness, bone and joint deformities, central nervous system damage leading to visual loss, and amyloidosis resulting in renal failure and early death.  
Dosage Form(s) 1
Each vial of Ilaris contains 180 mg of Canakinumab.
Manufacturer
Novartis Pharma, Stein AG, Stein, Switzerland for Novartis Pharmaceuticals Corporation, East Hanover, NJ 07936.
Indication(s) 1
Ilaris is indicated in the treatment of Cryopyrin-Associate Periodic Syndromes (CAPS), in adults and children 4 years of age and older including: Familial Cold Autoinflammatory Syndrome (FACS) and Muckle-Wells syndrome (MWS).    
Clinical Efficacy1-5 (mechanism of action/pharmacology, comparative efficacy)
CAPS is a rare inherited inflammatory disease caused by a single gene mutation that leads to overproduction of interleukin-1 beta, which causes sustained inflammation and tissue damage.  Canakinumab is a highly selective human monoclonal anti-human interleukin-1 beta antibody that binds to human interleukin-1 beta and neutralizes its activity. 
Pharmacokinetic data for Ilaris is limited.  It binds to serum interleukn-1 beta, has an estimated volume of distribution of 6 liters, and a mean terminal half-life of 26 days.
The approval of Ilaris was primarily based upon a three-part, 48-week, double-blind, placebo-controlled, randomized withdrawal study involving 35 patients with the MWS phenotype of CAPS.  Results from this study showed that treatment with subcutaneous Ilaris once every 8 weeks was associated with a rapid, complete, and sustained remission of symptoms in the majority of patients.  In a second open-label trial involving patients with both MWS and FCAS phenotypes of CAPS, treatment with Ilaris also resulted in clinically significant improvement of signs and symptoms in a majority of patients. 
Clinical Studies

CRYOPYRIN-ASSOCIATED PERIODIC SYNDROMES
	Design
	Three-part, 48-week, double-blind, placebo-controlled, randomized withdrawal study (N=35).

	Inclusion Criteria
	Patients 4 to 75 years of age weighing at least 15 kg but less than 100 kg with the MWS phenotype of CAPS.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Throughout the trial, patients weighing more than 40 kg received canakinumab 150 mg and patients weighing 15 to 40 kg received 

2 mg/kg.  Part 1 was an 8-week open-label, single-dose period where all patients received canakinumab.  Patients who achieved a complete clinical response and did not relapse by Week 8 were randomized into Part 2, a 24-week randomized, double-blind, placebo-controlled withdrawal period.  Patients who completed Part 2 or experienced a disease flare entered Part 3, a 16-week open-label active treatment phase.  A complete response was defined as ratings of minimal or better for physician's assessment of disease activity (PHY) and assessment of skin disease (SKD) and had serum levels of C-Reactive Protein (CRP) and Serum Amyloid A (SAA) less than 10 mg/L.  A disease flare was defined as a CRP and/or SAA values greater than 30 mg/L and either a score of mild or worse for PHY or a score of minimal or worse for PHY and SKD.

	Results
	      In Part 1, a complete clinical response was observed in 71% of patients one week following initiation of treatment and in 97% of patients by Week 8.  In the randomized withdrawal period, a total of 81% of the patients randomized to placebo flared as compared to none (0%) of the patients randomized to Ilaris (p < 0.001).  The 95% confidence interval for treatment difference in the proportion of flares was 53% to 96%.  At the end of Part 2, all 15 patients treated with Ilaris had absent or minimal disease activity and skin disease.

	Safety
	Ilaris was generally well-tolerated, with no consistent pattern of adverse events beyond an increase in all suspected infections.  However, two serious adverse events occurred during treatment with Ilaris; one case of a lower urinary tract infection and an episode of vertigo.


Contraindications1
· None
Warnings and Precautions1
· Interleukin-1 blockade may interfere with immune response to infections.  Treatment with medications that work through inhibition of IL-1 has been associated with an increased risk of serious infections.  Ilaris has been associated with an increased incidence of serious infections.  Physicians should exercise caution when administering Ilaris to patients with infections, a history of recurring infections or underlying conditions which may predispose them to infections.  Discontinue treatment with Ilaris if a patient develops a serious infection.  Do not initiate treatment with Ilaris in patients with active infection requiring medical intervention.
· Live vaccines should not be given concurrently with Ilaris.  Prior to initiation of therapy with Ilaris, patients should receive all recommended vaccinations.
· Treatment with immunosuppressants, including Ilaris, may result in an increase in the risk of malignancies.
Adverse Effects1
	Most common, >10%
	Ilaris

	Nasopharyngitis
	34%

	Diarrhea
	20%

	Influenza
	17%

	Rhinitis
	17%

	Nausea
	14%

	Headache
	14%

	Bronchitis
	11%

	Gastroenteritis
	11%

	Pharyngitis
	11%

	Weight increased
	11%

	Musculoskeletal pain
	11%

	Vertigo
	11%


Drug Interactions1
· CYP450 substrates with a narrow therapeutic index
· Live vaccines

· TNF inhibitors
Dosage and Administration1

USUAL DOSE  The recommended dose for body weight greater than 40 kg is 150 mg subQ every 8 weeks as a single dose.  The recommended dose for body weight 15 kg to 40 kg is 2 mg/kg subQ every 8 weeks as a single dose.  For children 15 kg to 40 kg with an inadequate response increase the dose to 3 mg/kg subQ every 8 weeks as a single dose.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	COST / VIAL

	Canakinumab
	Ilaris
	180 mg/vial
	$ 15,833.34


*Wholesale Acquisition Cost (WAC)
Conclusion

Ilaris is an interleukin-1 beta blocker that has demonstrated efficacy in the treatment of CAPS in adults and children 4 years of age and older.  Ilaris is the first approved treatment for patients as young as 4 years old suffering from two forms of CAPS (MWS and FCAS).  It appears to be generally well tolerated and offers the advantage of a once every 8 weeks dosing schedule.  Ilaris was given an orphan drug designation and received a priority review by the FDA.  In addition to ongoing studies in CAPS, clinical trials are also under way with Ilaris in systemic juvenile idiopathic arthritis, and more common disorders such as some forms of gout, chronic obstructive pulmonary disorder and type 2 diabetes. 
Recommendation

MO HealthNet recommends that this drug be given Open Access status.
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