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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 single use vial of Egrifta 1 mg contains 1 mg Tesamorelin.
EMD Serono, Inc., Rocklan, MA 02370

	
	

	Summary of Findings:
	Egrifta is a Growth Hormone Releasing Factor (GRF) that has demonstrated efficacy for the reduction of excess abdominal fat in HIV-infected patients with lipodystrophy, which is characterized by body composition changes.  However, additional long-term outcome trials are needed to determine long-term safety, and to evaluate whether Egrifta can reduce the cardiovascular risk associated with lipodystrophy-related metablic complications and help maintain a more normal distribution of body fat.  Postmarketing requirements include a long-term observational safety study, a single vial formulation, and a clinical trial to assess whether Egrifta has an impact on diabetic retinopathy in diabetic HIV-infected patients with lipodystrophy and excess abdominal fat.

	
	

	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 
 Appropriate Indications
	 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
Several factors, including the antiretroviral drug regimen and HIV virus itself are thought to contribute to HIV-associated lipodystrophy, which is characterized by body composition changes.  The changes may include excess abdominal fat accumulation, which is known as abdominal lipohypertrophy.  
Dosage Form(s)1 
Each single use vial of Egrifta 1 mg contains 1 mg of Tesamorelin.
Manufacturer1
EMD Serono, Inc., Rockland, MA 02370
Indication(s)1 
 Egrifta is indicated for reduction of excess abdominal fat in HIV-infected patients with lipodystrophy.  Limitations of use: 1) The long-term cardiovascular benefit and safety of Egrifta have not been studied; 2) It is not indicated for weight loss management (weight neutral effect); 3) There are no data to support improved compliance with antiretroviral therapies in HIV-positive patients taking Egrifta.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-12
Egrifta is a synthetic analog of the hypothalamic produced peptide known as growth hormone releasing factor (GRF). It binds to growth hormone releasing factor receptors on the pituitary somatotroph cells. This binding stimulates the production and pulsatile release of endogenous growth hormone (GH). Growth hormone interacts with a number of target cells including chondrocytes, osteoblasts, myocytes, hepatocytes, and adipocytes to produce both anabolic and lipolytic pharmacologic effects. The lipolytic (lipid and carbohydrate metabolizing) effects are directly related to GH; however, the anabolic effects result from GH induced production of other hormones known as insulin-like growth factors, specifically insulin-like growth factor 1 (IGF-1). Administration of tesamorelin increases the release of both GH and IGF-1, thus producing both lipolytic and anabolic pharmacologic effects.
	
	EGRIFTA

	Protein binding
	Unknown

	Volume of distribution
	Healthy subjects: 9.4 L/kg & HIV-infected patients: 10.5 L/kg

	Metabolism
	Unknown

	Excretion
	Unknown

	Half-life (terminal)
	Healthy subjects, 26 minutes & HIV-infected patients, 38 minutes


Clinical Studies

LIPODYSTROPHY IN HIV-INFECTION
	STUDY DESIGN
	Two multicenter, randomized, double-blind, placebo-controlled clinical trials (n=816).

	INCLUSION CRITERIA
	HIV-infected patients with lipodystrophy and excess abdominal fat (abdominal lipohypertrophy).  Main inclusion criteria were age 18 to 65 years, a waist circumference of >=95 cm (37.4 inches) and a waist-to-hip ratio of >=0.94 for men and >= 94 cm (37 inches) and >= 0.88 for women, respectively, and a fasting blood glucose (FBG) of < 150 mg/dL (8.33 mmol/L).  Patients were on a stable antiretroviral regimen for at least 8 weeks prior to randomization.

	EXCLUSION CRITERIA
	Main exclusion criteria included a BMI <+= 20 kg/m2, type 1 diabetes, type 2 daibetes, if previously treated with insulin or with oral hypoglycemic or insulin-sensitizing agents, history of malignancy, and hypopituitarism.

	TREATMENT REGIMEN
	Patients meeting the inclusion/exclusion criteria were randomized in a 2:1 ratio to receive Egrifta 2 mg or placebo subcutaneously daily for 26 weeks.  The primary efficacy assessment for each of the studies was the percent change from baseline to Week 26 (Main Phase) in visceral adipose tissue (VAT), as assessed by computed tomography (CT) scan at the L4 to L5 vertebral level.  Secondary endpoints included changes from baseline in patient-reported outcomes related to body image, triglycerides, ratio of total cholesterol to HDL cholesterol, IGF-1 levels, and safety parameters.  Other endpoints included changes from baseline in waist circumference, abdominal subcutaneous tissue (SAT), trunk fat, and lean body mass.  In both studies, Egrifta patients completing the 26-233k treatment period (Extension Phase) in order to assess maintenance of VAT reduction and to gather long-term safety data.  For inclusion in the extension phase studies, subjects must have completed the main phase with a FBG <= 150 mg/dL.

	RESULTS
	At Week 26 (Main Phase), VAT decreased significantly in Egrita patients (-24 +/- 41 cm2; mean +/- SD) compared with placebo (2 +/- 35 cm2) (p<0.001), with a relative difference of -15.4%.  No significant changes were observed in SAT between Egrifta (-2 +/- 32 cm2) and placebo (2 +/- 29 cm2) (p=0.08), with a relative difference of -0.6%.  Egrifta produced significant decreases in triglycerides (-37 +/- 139 mg/dL) compared with placebo (6 +/- 112 mg/dL) (p<0.001), with a relative difference of -12.3%.  The change in cholesterol to high-density lipoprotein ratio was -0.18 +/- 1 and 0.18 +/- 0.94 (p<0.001) for Egrifta and placebo, respectively, with a relative difference of -7.2%.  Egrifta significantly improved body image (belly appearance distress), patient rating of belly profile, and physician rating of belly profile when compared with placebo (p=0.002; p+0.003; p<0.001, respectively).  The mean IGF-I increased 108 +/- 112 nanograms/mL versus -7 +/- 64 nanograms/mL with Egrifta and placebo, respectively (p<0.001).  At Week 52 (Extension Phase) decreases in VAT (-35 +/- 50 cm2; -17.5% +/- 23.3%), waist circumference (3.4 +/- 6 cm), triglycerides (-48 +/- 182 mg/dL), cholesterol (-8 +/- 38 mg/dL), and non-high-density lipoprotein (7 +/-  38 mg/dL) were maintained for patients continuing with Egrifta when compared with original baseline data (p<0.001, all parameters).

	SAFETY
	Treatment with Egrifta was well-tolerated.  No clinically meaningful differences were observed between groups in glucose parameters at Week 26 and 52.


Contraindications1
· Disruption of the hypothalamic-pituitary axis due to hypophysectomy, hypopituitarism, pituitary tumor/surger, head irradiation, or head trauma.
· Active malignancy
· Known hypersensitivity to Egrifta and/or mannitol
· Pregnancy
Warnings and Precautions1
· Neoplasms: Preexisting malignancy should be inactive and treatment complete prior to initiation.

· Elevated IGF-I: Monitor regularly and consider discontinuation with persistent elevations.

· Fluid retention:  May include edema, arthralgia, and carpal tunnel syndrome.

· Glucose intolerance: Evaluate glucose status prior to and during therapy.

· Hypersensitivity reactions: Advise to seek immediate medical attention if suspected.

· Injection site reactions: Advise to rotate sites.

· Acute critical illness: consider discontinuation. 
Adverse Effects1
	Most common, >= 1%
	Egrifta (n=543)
	Placebo (n=263)

	Arthralgia
	13.3%
	11.0%

	Injection site erythema
	8.5%
	2.7%

	Injection site pruritus
	7.6%
	0.8%

	Edema peripheral
	6.1%
	2.3%

	Pain extremity
	6.1%
	4.6%

	Myalgia
	5.5%
	1.9%

	Paresthesia
	4.8%
	2.3%

	Nausea
	4.4%
	3.8%

	Hypoesthesia
	4.2%
	1.5%

	Injection site pain
	4.1%
	3.0%

	Rash
	3.7%
	1.5%

	Injection site irritation
	2.9%
	1.1%

	Vomiting
	2.6%
	0.0%

	Pruritus
	2.4%
	1.1%

	Depression
	2.0%
	1.5%

	Musculoskeletal pain
	1.8%
	0.8%

	Dyspepsia
	1.7%
	0.8%

	Injection site hemorrhage
	1.7%
	0.4%

	Injection site urticaria
	1.7%
	0.4%

	Musculoskeletal stiffness
	1.7%
	0.4%

	Pain
	1.7%
	1.1%

	Creatine phosphokinase increased
	1.5%
	0.4%

	Carpal tunnel syndrome
	1.5%
	0.0%

	Injection site swelling
	1.5%
	0.4%

	Joint stiffness
	1.5%
	0.8%

	Hypertension
	1.3%
	0.8%

	Injection site reaction
	1.3%
	0.8%

	Abdominal pain, upper
	1.1%
	0.8%

	Chest pain
	1.1%
	0.8%

	Injection site rash
	1.1%
	0.0%

	Joint swelling
	1.1%
	0.0%

	Muscle spasms
	1.1%
	0.8%

	Muscle strain
	1.1%
	0.0%

	Night sweats
	1.1%
	0.4%

	Palpitations
	1.1%
	0.4%


Drug Interactions1
· Drug metabolized by CYP450 (caution)
· Glucocorticoids as replacement therapy
Dosage and Administration1
USUAL DOSE Give 2 mg subcutaneously once a day.  The recommended injection site is the abdomen and injection sites should be rotated.  Do not inject into scar tissue, bruises, or the navel.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / VIAL

	Tesamorelin injection
	Egrifta
	1 mg, single-use vial
	2 mg QD
	$  32.74


*Wholesale Acquisition Cost (WAC)
Conclusion

Egrifta is a Growth Hormone Releasing Factor (GRF) that has demonstrated efficacy for the reduction of excess abdominal fat in HIV-infected patients with lipodystrophy, which is characterized by body composition changes.  However, additional long-term outcome trials are needed to determine long-term safety, and to evaluate whether Egrifta can reduce the cardiovascular risk associated with lipodystrophy-related metablic complications and help maintain a more normal distribution of body fat.  Postmarketing requirements include a long-term observational safety study, a single vial formulation, and a clinical trial to assess whether Egrifta has an impact on diabetic retinopathy in diabetic HIV-infected patients with lipodystrophy and excess abdominal fat.
Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List.
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