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Drug Monograph
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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 400 mg single use vial of Benlysta 400 mg contains 400 mg Belimumab.
Human Genome Sciences Inc
Rockville, MD 20850

	
	

	Summary of Findings:
	Benlysta is a first-in-class inhibitor of the B-lymphocyte stimulator (BLyS).  This BLyS-specific inhibitor has demonstrated efficacy in the treatment of adult patients with active, autoantibody-positive systemic lupus erythematosus (SLE) who are receiving standard therapy.  Clinical trials indicate that patients treated with Benlysta and standard therapies experienced less disease activity than those who received a placebo and standard therapies.

	
	

	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
Lupus is a serious, potentially fatal, autoimmune disease that attacks healthy tissues. It disproportionately affects women, and usually develops between the ages of 15 and 44 years. Estimates vary on the number of lupus sufferers in the United States and range from approximately 300,000 to 1.5 million people. People of all races can have the disease; however, African American women have a 3 times higher incidence in number of new cases than Caucasian women.
Dosage Form(s)1 
Each 400 mg single use vial of Benlysta 400 mg contains 400 mg Belimumab.  A 120 mg single use vial of Benlysta containing 120 mg Belimumab  is also available.
Manufacturer1
Human Genome Sciences  Rockville, MD 20850
Indication(s)1 
 Benlysta is indicated for the treatment of adult patients with active, autoantibody-positive, systemic lupus erythematosus who are receiving standard therapy.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-14
Benlysta is a BLyS-specific inhibitor that inhibits the biologic activity of the B-lymphocyte stimulator (BLyS), a cytokine that is required for the survival and development of B-lymphocyte cells into mature plasma B-cells. Plasma B-cells produce antibodies and in SLE and certain other autoimmune diseases, elevated levels of BLyS are believed to contribute to the production of autoantibodies that attack and destroy the body's own healthy tissues. Benlysta specifically recognizes and binds to BLyS, inhibiting stimulation of B-cell development, and restores the potential for autoantibody-producing B-cells to undergo the normal process of apoptosis (programmed cell death).

Pharmacokinetic data for Benlysta are limited. It appears to have a long terminal elimination half-life of 19.4 days and a small volume of distribution (5.29 L).

Clinical Studies

SYSTEMIC LUPUS ERYTHEMATOSUS
	STUDY DESIGN
	Two randomized, double-blind, placebo-controlled clinical trials: Trial 1, n=819; Trial 2, n=865. The scoring system used for clinical endpoints was a previously unused combination of 24 lupus disease activity measures called the SELENA-SLEDAI (Safety of Estrogens in Lupus Erythematosus National Assessment - SLE Disease Activity Index).

	INCLUSION CRITERIA
	Patients with active SLE disease, defined as a SELENA-SLEDAI score of ≥ 6, and positive autoantibody test results at screening. Patients were on a stable standard of care SLE treatment regimen that included any of the following (alone or in combination): corticosteroids, antimalarials, NSAIDs, and immunosuppressives.

	EXCLUSION CRITERIA
	Patients with severe active lupus nephritis and severe active CNS lupus were excluded. Patients were also excluded if they had ever received treatment with a B-cell targeted agent or if they were currently receiving other biologic agents. Intravenous cyclophosphamide was not permitted within the previous 6 months or during the study.

	TREATMENT REGIMEN
	Baseline concomitant medications were corticosteroids (Trial 1, 76%; Trial 2, 96%), immunosuppressives (Trial 1, 56%; Trial 2, 42%), and antimalarials (Trial 1, 63%; Trial 2, 67%). Most patients (> 70%) were receiving 2 or more classes of SLE medications. In Trial 1 and Trial 2, more than 50% of patients had 3 or more active organ systems at baseline. Less than 16% of patients had some degree of renal activity and less than 7% had activity in the vascular, cardiorespiratory, or CNS systems. At screening, patients were stratified by disease severity based on the SELENA-SLEDAI score (≤ 9 versus ≥ 10), proteinuria level (< 2 g/24 hours versus ≥ 2 g/24 hours), and race (African or Indigenous-American descent versus Other). Patients were randomly assigned to receive Benlysta 1 mg/kg, Benlysta 10 mg/kg, or placebo, in addition to standard of care, intravenously over a 1-hour period on Days 0, 14, 28, and every subsequent 28 days for 48 weeks (Trial 2) or 72 weeks (Trial 1). The primary efficacy endpoint was a composite endpoint (SLE Responder Index or SRI) that defined response as meeting each of the following criteria at Week 52 compared with baseline: 1) a ≥ 4-point reduction in the SELENA-SLEDAI score, 2) the absence of 1 new British Isles Lupus Assessment Group (BILAG) A organ domain score or 2 new BILAG B organ domain scores, and 3) no worsening (< 0.3-point increase) in Physician's Global Assessment (PGA) score.

	RESULTS
	The proportion of SLE patients achieving an SRI response, as defined for the primary endpoint, was significantly higher in the Benlysta 10 mg/kg group than in the placebo group in both studies. The effect on the SRI was not consistently significantly different for the Benlysta 1 mg/kg group relative to placebo in both trials. The trends in comparisons between the treatment groups for the rates of response for the individual components of the endpoint were generally consistent with that of the SRI. In Trial 1, the clinical response rate after 52 weeks of treatment was 34% for placebo, 41% for Benlysta 1 mg/kg (p=0.104), and 43% for Benlysta 10 mg/kg (p=0.021). In Trial 2, these response rates after 52 weeks of treatment were 44%, 51% (p=0.013), and 58% (p < 0.001), respectively. At Week 76 in Trial 1, the SRI response rate with Benlysta 10 mg/kg was not significantly different from that of placebo (39% and 32%, respectively). The reduction in disease activity seen in the SRI was related primarily to improvement in the most commonly involved organ systems: mucocutaneous, musculoskeletal, and immunology. Exploratory subgroup analyses of SRI response rate in patients of black race were performed. In Trial 1 and Trial 2 combined, the SRI response rate in black patients (n=148) in the Benlysta groups was less than that in the placebo group (44% for placebo, 31% for Benlysta 1 mg/kg, and 36% for Benlysta 10 mg/kg). In Trial 1 and Trial 2, 46% and 69% of patients, respectively, were receiving prednisone at doses of > 7.5 mg/day at baseline. The proportion of patients able to reduce the average prednisone dose by at least 25% during weeks 40 through 52 was not consistently significantly different for Benlysta relative to placebo in both trials. The proportion of patients having at least 1 severe flare over 52 weeks was not consistently significantly different for Benlysta relative to placebo in both trials. In Trial 1, 18% of patients receiving Benlysta 10 mg/kg and 16% of patients receiving Benlysta 1 mg/kg had a severe flare compared with 24% of patients receiving placebo. In Trial 2, 14%, 18%, and 23% of patients receiving Benlysta 10 mg/kg, Benlysta 1 mg/kg, and placebo, respectively, had a severe flare.

	SAFETY
	The most common side effects in the studies included nausea, diarrhea, and fever.


Contraindications1
· Previous anaphylaxis to Benlysta.

Warnings and Precautions1
· More deaths were reported with Benlysta than with placebo during clinical trials.

· Serious and sometimes fatal infections have been reported; use with caution in patients with chronic infections; consider interrupting therapy with a new infection.

· Hypersensitivity reactions, including anaphylaxis, have been reported; monitor patients during and for an appropriate period after administration.

· Depression and suicidality have been reported; advise patients to notify healthcare provider of new or worsening depression, suicidal thoughts, or other mood changes.

· Live vaccines should not be given concurrently with Benlysta.

· Serious infusion reactions (excluding hypersensitivity reactions) were reported during clinical trials; symptoms included bradycardia, myalgia, headache, rash, urticaria, and hypotension.

· Use is not recommended in combination with biologic therapies or intravenous cyclophosphamide.

Adverse Effects1
	Most common adverse effect, ≥ 3%
	Benlysta 10 mg/kg

(n = 674)
	Placebo

(n = 675)

	Nausea
	15%
	12%

	Diarrhea
	12%
	9%

	Pyrexia
	10%
	8%

	Nasopharyngitis
	9%
	7%

	Bronchitis
	9%
	5%

	Insomnia
	7%
	5%

	Pain in extremity
	6%
	4%

	Depression
	5%
	4%

	Migraine
	5%
	4%

	Pharyngitis
	5%
	3%

	Cystitis
	4%
	3%

	Leukopenia
	4%
	2%

	Gastroenteritis, viral
	3%
	1%


Drug Interactions1
· None noted.
Dosage and Administration1
USUAL DOSE Adults ≥ 18 years of age: 10 mg/kg as an intravenous infusion over 1 hour at 2-week intervals for the first 3 doses, then at 4-week intervals thereafter.  No dosage adjustments for renal or hepatic impairment have been noted.
Costs (at commonly used dosages)

COST (MAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / VIAL

	Belimumab injection
	Benlysta
	400 mg, single use vial
	10 mg/kg every 2 weeks for first 3 doses then every 4 weeks thereafter 
	$1,588.05




*Maximum Acquisition Cost (MAC)
Conclusion

Benlysta is a first-in-class BLyS-specific inhibitor that has demonstrated efficacy in the treatment of adult patients with active, autoantibody-positive SLE who are receiving standard therapy.  Clinical trials indicate that patients treated with Benlysta and standard therapies experienced less disease activity than those who received a placebo and standard therapies.  Benlysta provides a new treatment option for patients with SLE. It is the first new drug for SLE in over 50 years.
Recommendation

MO HealthNet Division recommends Open Access status for this product
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