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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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Emtriva is available in a capsule dose form.  Each capsule contains 200 mg emtricitabine.

Gilead Sciences, Inc., Foster City, CA 94404  

	
	

	
	

	Summary of Findings:
	Emtriva shows ( efficacy compared to stavudine but shows ( efficacy compared to lamuvidine.  Because compliance is important in HIV treatment Emtriva has an advantage because of its once a day dosing.
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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 or not (open access). 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

HIV treatment regimens that can be given once daily and have favorable side effect profile are important for physicians and patients.  Gilead Pharmaceuticals is now marketing a new synthetic nucleoside reverse transcriptase inhibitor.

Dosage Form(s) 1
Emtriva is available in a capsule dose form.  Each capsule contains 200 mg emtricitabine.

Manufacturer1
Gilead Sciences, Inc., Foster City, CA 94404
Indication(s) 1
Emtriva is indicated, in combination with other antiretroviral agents, for the treatment of HIV-1 infection in adults.

Clinical Efficacy 1 (mechanism of action/pharmacology, comparative efficacy)
Emtricitabine, a synthetic nucleoside analog of cytosine, is phosphorylated by cellular enzymes to form emtricitabine 5’-triphosphate.  Emtricitabine 5’-triphosphate inhibits the activity of the HIV-1 reverse transcriptase by competing with the natural substrate deoxycytidine 5’-triphosphate and by being incorporated into nascent viral DNA which results in chain termination.  Emtricitabine 5’-triphosphate is a weak inhibitor of mammalian DNA polymerase (, (, ( and mitochondrial DNA polymerase (.  There is evidence that drug resistance and drug cross resistance can occur.  Emtricitabine is rapidly and extensively absorbed following oral administration with peak plasma concentrations occurring at 1 to 2 hours post-dose.  Emtriva may be taken with or without food.  It is not an inhibitor of human CYP450 enzymes and is less than 4% protein bound.  The plasma half-life is approximately 10 hours.  In clinical study 301A Emtriva plus didanosine plus efavirenz was compared to stavudine plus didanosine plus efavirenz.

	Outcome at Week 48
	Emtriva + didanosine + efavirenz (n=286)
	Stavudine + didanosine + efavirenz (n=285)

	Responder1
	81% (78%)
	68% (59%)

	Virologic Failure2
	3%
	11%

	Death
	0%
	( 1%

	Study Discontinuation Due to Adverse Event
	7%
	13%

	Study Discontinued For Other Reasons3
	9%
	8%


1. Patients achieved and maintained confirmed HIV RNA < 400 copies/mL through Week 48.

2. 2. Includes patients who failed to achieve virologic suppression or rebounded after achieving virologic suppression.

3. Includes lost to follow-up, patient withdrawal, non-compliance, protocol violation and other reasons.

Study 303 was a 48 week, open-label, active-controlled multicenter study comparing Emtriva to lamivudine, in combination with stavudine or zidovudine and a protease inhibitor or NNRTI in 440 patients who were on a lamivudine-containing triple-antiretroviral drug regimen for at least 12 weeks prior to study entry and had HIV-1 RNA ( 400 copies/ml.

	Outcome at Week 48
	Emtriva + ZDV/d4T + NNRT/PI (n=294)
	Lamivudine + ZDV/d4T+ NNRT/PI (n=146)

	Responder1
	77% (67%)
	82% (72%)

	Virologic Failure2
	7%
	8%

	Death
	0%
	(1%

	Study Discontinuation Due to Adverse Event
	4%
	0%

	Study Discontinuation For Other Reasons3
	12%
	10%


1. Patients achieved and maintained confirmed HIV/RNA < 400 copies/mL through week 48.

2. Includes patients who failed to achieve virologic suppression or rebounded after achieving virologic suppression.

3. Includes lost to follow-up, patient withdrawn, non-compliance, protocol violation and other reasons.

Adverse Effects 1
Assessment of adverse reactions is based on data from studies 301A and 303.  The most common adverse events that occurred in patients receiving Emtriva with other antiretroviral agents in clinical trials were headache, diarrhea, nausea, and rash, which were generally of mild to moderate severity.  Approximately 1% of patients discontinued participation in the clinical studies due to these events.  A summary of clinical adverse events from studies 301A and 303 is provided in the table below.

	Adverse Event
	303
	301A

	
	Emtriva + ZDV/d4T + NNRTI/PI (n=294)
	Lamivudine + ZDV/d4T + NNRTI/PI (n=146)
	Emtriva + didanosine + efavirenz (n=286)
	Stavudine + didanosine + efavirenz (n=285)

	Abdominal Pain
	8%
	11%
	14%
	17%

	Asthenia
	16%
	10%
	12%
	17%

	Headache
	13%
	6%
	22%
	25%

	Diarrhea
	23%
	18%
	23%
	32%

	Dyspepsia
	4%
	5%
	8%
	12%

	Nausea
	18%
	12%
	13%
	23%

	Vomiting
	9%
	7%
	9%
	12%

	Arthralgia
	3%
	4%
	5%
	6%

	Myalgia
	4%
	4%
	6%
	3%

	Abnormal dreams
	2%
	<1%
	11%
	19%

	Depressive disorders
	6%
	10%
	9%
	13%

	Dizziness
	4%
	5%
	25%
	26%

	Insomnia
	7%
	3%
	16%
	21%

	Neuropathy/Peripheral Neuritis
	4%
	3%
	4%
	13%

	Paresthesia
	5%
	7%
	6%
	12%

	Increased cough
	14%
	11%
	14%
	8%

	Rhinitis
	18%
	12%
	12%
	10%

	Rash event1
	17%
	14%
	30%
	33%


1. Rash event includes rash, pruritis, maculopapular rash, urticaria, vesiculobullous rash, pustular rash, and allergic reaction.

Drug Interactions 1
At concentrations up to 14 fold higher than those observed in vivo, emtricitabine did not inhibit in vitro drug metabolism mediated by any of the following human CYP 450 isoforms: CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6 and CYP3A4.  Emtricitabine did not inhibit the enzyme responsible for glucuronidation (uridine-5’-disphosphoglucuronyl transferase).  Based on the results of these in vitro experiments and the known elimination pathways of emtricitabine, the potential for CYP450 mediated interactions involving emtricitabine with other medicinal products is low.

Dosage and Administration 1
For adults 18 years of age and older, the dose of Emtriva is 200 mg once daily taken orally with or without food.  Dosing interval adjustments for patients with renal impairment can be found in the product package insert.

Cost Comparison 2(at commonly used dosages)

	DRUG
	DOSE
	AWP 30 Day Supply

	Emtriva
	200 mg daily
	$303.40

	Lamivudine
	150 mg BID
	$316.04

	Stavudine
	40 mg BID
	$357.85


Conclusion

Emtriva shows ( efficacy compared to stavudine but shows ( efficacy compared to lamuvidine.  Because compliance is important in HIV treatment Emtriva has an advantage because of its once a day dosing.
Recommendation

It is recommended that Emtriva have open access status.
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