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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 4 mL vial of Actemra contains 80 mg of Tocilizumab, each 10 mL vial of Actemra contains 200 mg of Tocilizumab and each 20 mL vial of Actemra contains 400 mg of Actemra.
Genentech Inc., South San Francisco 94080

	
	

	Summary of Findings:
	Actemra is an IL-6 receptor inhibitor that has demonstrated efficacy as monotherapy and when used in combination with DMARDs in the treatment of adult patients with rheumatoid arthritis (RA) who have had an inadequate response to Tumor Necrosis Factor (TNF) antagonist therapies.  Actemra is the first IL-6 receptor inhibitor to be approved for patients with rheumatoid arthritis and it provides a new treatment option for patients not achieving adequate symptom relief with current therapies. The FDA is requiring the manufacturer to conduct a post-marketing clinical trial to further evaluate the long-term safety of Actemra. Specifically, the FDA wants to evaluate the impact of elevated LDL cholesterol and blood pressure seen in some patients in shorter-term trials on the cardiovascular health of patients treated with Actemra. In addition, a Risk Evaluation and Mitigation Strategy (REMS) will require the manufacturer to implement a Communication Plan for physicians informing them on how to appropriately monitor patients for liver and/or gastrointestinal side effects. The REMS will include a Medication Guide to ensure that patients are informed of the benefits and risks of Actemra.  Actemra is also being studied for the treatment of other inflammatory autoimmune diseases, including juvenile idiopathic arthritis and Crohn’s disease. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required
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 Open Access

 FORMCHECKBOX 
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	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 Under Solicitation


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
Rheumatoid arthritis is a progressive, systemic autoimmune disease characterized by inflammation of the membrane lining in the joints. This inflammation causes a loss of joint shape and function, resulting in pain, stiffness and swelling, ultimately leading to irreversible joint destruction and disability. Characteristics of RA include redness, swelling, pain and movement limitation around joints of the hands, feet, elbows, knees and neck that leads to loss of function. In addition, the systemic symptoms of RA include fatigue, decreased hemoglobin, osteoporosis and may contribute to shortening life expectancy by affecting major organ systems. After 10 years, less than 50% of patients can continue to work or function normally on a daily basis. According to the Arthritis Foundation, RA affects approximately 1.3 million adults in the United States.  
Dosage Form(s) 1
Each 4 mL vial of Actemra contains 80 mg of Tocilizumab, each 10 mL vial of Actemra contains 200 mg of Tocilizumab and each 20 mL vial of Actemra contains 400 mg of Actemra.
Manufacturer
Genentech, Inc., South San Francisco 94080
Indication(s) 1
Actemra injection is indicated in the treatment of adult patients with moderately to severely active rheumatoid arthritis who have had an inadequate response to one or more Tumor Necrosis Factor (TNF) antagonist therapies. 
Clinical Efficacy1-12 (mechanism of action/pharmacology, comparative efficacy)
Actemra is a recombinant humanized anti-interleukin-6 (IL-6) receptor monoclonal antibody that competitively inhibits the binding of IL-6 to its receptor. It binds to both soluble and membrane-bound IL-6 receptors and inhibits IL-6-mediated signaling through these receptors. IL-6 is a pleiotropic pro-inflammatory cytokine produced by a variety of cell types including T and B-cells, lymphocytes, monocytes and fibroblasts. IL-6 has been shown to be involved in diverse physiological processes such as T-cell activation, induction of immunoglobulin secretion, initiation of hepatic acute phase protein synthesis, and stimulation of hematopoietic precursor cell proliferation and differentiation. IL-6 is also produced by synovial and endothelial cells leading to local production of IL-6 in joints affected by inflammatory processes such as rheumatoid arthritis. 
	
	ACTEMRA

	Protein binding
	Unknown

	Volume of distribution
	6.4 L (at steady state)

	Metabolism
	Unknown

	Excretion
	Unknown

	Half-life (terminal)
	6.3 days (concentration-dependent)


The efficacy of Actemra for the treatment of rheumatoid arthritis has been demonstrated in numerous clinical studies including 5 randomized, double-blind, multicenter clinical trials involving more than 4,000 patients with active rheumatoid arthritis. Results from these studies have shown that treatment with Actemra as monotherapy or in combination with methotrexate (MTX), or other disease-modifying anti-rheumatic drugs (DMARDs) significantly reduced the signs and symptoms of rheumatoid arthritis compared to DMARDs alone as assessed by American College of Rheumatology (ACR) criteria. 
Clinical Studies

RHEUMATOID ARTHRITIS
	Design
	Five multicenter, randomized, double-blind clinical trials (n=4,087)

	Inclusion Criteria
	Patients > 18 years with active rheumatoid arthritis who had at least 8 tender and 6 swollen joints at baseline.

	Exclusion Criteria
	Not Specified.

	Treatment Regimen
	STUDY 1 (n=570) evaluated patients with moderate to severe active rheumatoid arthritis who had not been treated with MTX within 6 months prior to randomization, or who had not discontinued previous MTX treatment as a result of clinically important toxic effects or lack of response. In this study, 67% of patients were MTX-naive, and over 40% of patients had rheumatoid arthritis < 2 years. Patients received Actemra 8 mg/kg monotherapy or MTX alone (dose titrated over 8 weeks from 7.5 mg to a maximum of 20 mg weekly). STUDY 2 (n=1,190) is an ongoing 2-year study with a planned interim analysis at week 24 to evaluate patients with moderate to severe active rheumatoid arthritis who had an inadequate clinical response to MTX. Patients received Actemra 8 mg/kg, Actemra 4 mg/kg, or placebo every four weeks, in combination with MTX (10 to 25 mg weekly). STUDY 3 (n=622) evaluated patients with moderate to severe active rheumatoid arthritis who had an inadequate clinical response to MTX. Patients received Actemra 8 g/kg, Actemra 4 mg/kg, or placebo every four weeks, in combination with MTX (10 to 25 mg weekly). STUDY 4 (n=1,216) evaluated patients who had an inadequate response to their existing therapy, including one or more DMARDs. Patients received Actemra 8 mg/kg or placebo every four weeks, in combination with the stable DMARDs. STUDY 5 (n=489) evaluated patients with moderate to severe active rheumatoid arthritis who had an inadequate clinical response or were intolerant to one or more TNF antagonist therapies. The TNF antagonist therapy was discontinued prior to randomization. Patients received Actemra 8 mg/kg, Actemra 4 mg/kg, or placebo every four weeks, in combination with MTX (10 to 25 mg weekly). The primary endpoint in these studies was the proportion of patients who achieved an ACR 20% improvement (ACR20) response at week 24.

	Results
	      The proportion of patients who achieved an ACR20 response at week 24 for STUDY 1 were: Actemra 8 mg/kg, 70%; MTX, 53% (95% confidence interval (CI), 11 to 27). The proportion of patients who achieved an ACR20 response at week 24 for STUDY 2 were: MTX plus Actemra 4 mg/kg, 51%; MTX plus Actemra 8 mg/kg, 56%; MTX, 27% (95% CI, 17 to 29 and 23 to 35, respectively). The proportion of patients who achieved an ACR20 response at week 24 for STUDY 3 were: MTX plus Actemra 4 mg/kg, 48%; MTX plus Actemra 8 mg/kg, 59%; MTX, 27% (95% CI, 15 to 32 and 23 to 41, respectively). The proportion of patients who achieved an ACR20 response at week 24 for STUDY 4 were: Actemra 8 mg/kg plus DMARDs, 61%; placebo plus DMARDs, 25% (95% CI, 30 to 40). The proportion of patients who achieved an ACR20 response at week 24 for STUDY 5 were: MTX plus Actemra 4 mg/kg, 30%; MTX plus Actemra 8 mg/kg, 50%; placebo plus MTX, 10% (95% CI, 15 to 36 and 36 to 56, respectively).

	Safety
	The most common adverse reactions in clinical trials were upper respiratory tract infections, headache, inflammation of the nose or nasal passage, high blood pressure, and increased liver enzymes.


Contraindications1
· None.
Warnings and Precautions1
· Serious Infections: Do not administer during active infections.  If a serious infection develops, interrupt therapy until infection is controlled.
· Gastrointestinal perforation: Use with caution in patients at risk.

· Laboratory monitoring: Recommended for potential consequences of treatment to neutrophils, platelets, lipids, and liver function tests.

· Anaphylaxis or serious hypersensitivity reactions have occurred.

· Live vaccines should not be given.

· Immunosuppression: The impact of treatment on development of malignancies is unknown, but malignancies were observed in clinical studies.

· Demyelinating disorders:  The impact of treatment on development of demyelinating disorders is unknown, but multiple sclerosis and chronic inflammatory demyelinating polyneuropathy were reported in clinical studies.  Monitor patients for signs and symptoms of demyelinating disorders.

· Active hepatic disease and hepatic impairment: Treatment not recommended.
Adverse Effects1
	Most common, >=1%
	Actemra 8 mg/kg monotherapy (n=288)

	Upper respiratory infection
	7%

	Nasopharyngitis
	7%

	Headache
	7%

	Hypertension
	6%

	ALT increased
	6%

	Dizziness
	3%

	Bronchitis
	3%

	Rash
	2%

	Mouth ulceration
	2%

	Abdominal pain, upper
	2%

	Gastritis
	1%

	Transaminase increased
	1%


Drug Interactions1
· Live vaccines
· CYP450 substrates: atorvastatin, cyclosporine, lovastatin, oral contraceptives, theophylline, warfarin.
Dosage and Administration1

USUAL DOSE  Along or in combination with methotrexate or other DMARDs: Recommended starting dose is 4 mg/kg, followed by an increase to 8 mg/kg based on clinical response, given once every 4 weeks as a 60 minute IV infusion.  Doses exceeding 800 mg/infusion are not recommended. 
Note: do not initiate in patients with an absolute neutrophil count below 2,000/mm3, a platelet count below 100,000/mm3, or those who have an ALT or AST above 1.5 times the upper limit of normal.  A test for latent TB should be performed, and if positive treatment for TB should be started prior to initiating therapy.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE/VIAL
	COST / VIAL

	Tocilizumab injection
	Actemra
	20 mg/mL
	4 mL
	$  265.60

	Tocilizumab Injection
	Actemra
	20 mg/mL
	10 mL
	$  664.00

	Tocilizumab Injection
	Actemra
	20 mg/mL
	20 mL
	$ 1328.00


*Wholesale Acquisition Cost (WAC)
Conclusion

Actemra is an IL-6 receptor inhibitor that has demonstrated efficacy as monotherapy and when used in combination with DMARDs in the treatment of adult patients with rheumatoid arthritis (RA) who have had an inadequate response to Tumor Necrosis Factor (TNF) antagonist therapies.  Actemra is the first IL-6 receptor inhibitor to be approved for patients with rheumatoid arthritis and it provides a new treatment option for patients not achieving adequate symptom relief with current therapies. The FDA is requiring the manufacturer to conduct a post-marketing clinical trial to further evaluate the long-term safety of Actemra. Specifically, the FDA wants to evaluate the impact of elevated LDL cholesterol and blood pressure seen in some patients in shorter-term trials on the cardiovascular health of patients treated with Actemra. In addition, a Risk Evaluation and Mitigation Strategy (REMS) will require the manufacturer to implement a Communication Plan for physicians informing them on how to appropriately monitor patients for liver and/or gastrointestinal side effects. The REMS will include a Medication Guide to ensure that patients are informed of the benefits and risks of Actemra.  Actemra is also being studied for the treatment of other inflammatory autoimmune diseases, including juvenile idiopathic arthritis and Crohn’s disease. 
Recommendation

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