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Drug Monograph

	Drug/Drug Class:
	Intelence (Etravirine) Tablet / Antiviral Agent
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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 tablet of Intelence contains 100 mg of Etravirine.
Janssen Cilag S.p.A., Latina, IT for Tibotec Therapeutics, Division of Ortho Biotech Products, L.P., Raritan, NJ 08869

	
	

	Summary of Findings:
	Intelence is a next generation NNRTI that has demonstrated efficacy when used in combination with other antiretrovirals for the treatment of HIV-1 infection in antiretroviral treatment-experienced adults.  It is a highly flexible compound that retains potency in patients infected with mutant HIV-1 strains as well as against wild-type virus.  Intelence is the first NNRTI to demonstrate antiviral activity in patients with NNRTI-resistant virus, and it received accelerated approval by the FDA.  Longer-term data will be required before the FDA can consider traditional approval for Intelence.



	
	

	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 
 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
Recent reports estimate that 1 million people in the U.S. and 39.4 million people in the world are infected with HIV-1. 
Dosage Form(s) 1
Each tablet of Intelence contains 100 mg of Etravirine.
Manufacturer
Janssen Cilag S.p.A., Latina, IT for Tibotec Therapeutics, Division of Ortho Biotech Products, L.P., Raritan, NJ 08869
Indication(s) 1
Intelence, in combination with other antiretrovirals, is indicated for the treatment of HIV-1 infection in antiretroviral treatment-experienced adult patients, who have evidence of viral replication and HIV-1 strains resistant to a non-nucleoside reverse transcriptase inhibitor (NNRTI) and other antiretroviral agents.   
Clinical Efficacy1-8 (mechanism of action/pharmacology, comparative efficacy)
Etravirine is a HIV-1 specific NNRTI.  It binds directly to reverse transcriptase and blocks the RNA-dependent and DNA-dependent DNA polymerase activities by causing a disruption of the enzyme's catalytic site.  Etravirine is a highly flexible, di-aryl-pyrimidine (DAPY) compound.  Structural studies have shown that the flexibility of etravirine enables favorable binding interactions with mutant HIV strains as well as wild-type virus.
	
	INTELENCE

	Protein binding
	99.9%

	Volume of distribution (IV)
	---

	Metabolism
	Methylhydroxylation in the liver via CYP3A4, CYP2C9 and CYP2C19.

	Excretion
	Feces (93.7%)
Urine (1.2%)

	Half-life (mean terminal)
	41 hours


The approval of etravirine was primarily based upon data from two ongoing randomized, double-blind, placebo-controlled trials (DUET-1 and 2) involving 1,203 treatment-experienced HIV-1-infected patients.  All patients received a background regimen (BR) that included darunavir/ritonavir and at least 2 other investigator-selected drugs (N(t)RTIs with or without enfuvirtide), in addition to etravirine or placebo.  Results from these studies showed that at Week 24, 59.8% of patients receiving etravirine plus BR had a viral load of < 50 HIV-1 RNA copies/mL compared to 40.2% of patients receiving placebo plus BR (p < 0.0001).  In addition, the mean increase in CD4+ cell count from baseline for etravirine patients was 81 cells/mm(3) compared to 64 cells/mm(3) for placebo patients (p < 0.0022).  The risks and benefits of etravirine have not been established in pediatric patients or treatment-naive adult patients.
Clinical Studies

HIV-1 INFECTION – TREATMENT-EXPERIENCED ADULTS
	Design
	Two multicenter, ongoing, randomized, double-blind, placebo-controlled, clinical trial (N=1,203).

	Inclusion Criteria
	Adult treatmetn-experienced HIV-1-infected patients with plasma HIV-1 RNA > 5,000 copies/mL while on a stable antiretroviral regimen for at least 8 weeks.  In addition, patients had 1 or more NNRTI resistance-associated mutations at screening or from prior genotypic analysis, and 3 or more primary PI mutations at screening.

	Exclusion Criteria
	Life expectancy less than 6 months; any currently active AIDS-defining illness; acute viral hepatitis; if female, were pregnant, breast-feeding, or of child-bearing potential and not using adequate contraception; chronic hepatitis B or C if aspartate aminotransferase or alanine aminotransferase concentrations were greater than 5 times the upper limit of normal.

	Treatment Regimen
	Patients were randomized to treatment with etravirine (200 mg PO BID) plus BR or placebo plus BR.

	Results
	At Week 24, 59.8% of patients receiving etravirine plus BR had a viral load of < 50 HIV-1 RNA copies/mL compared to 40.2% with placebo plus BR (p < 0.0001).  Among etravirine patients, 74% achieved an HIV-1 RNA of < 400 copies/mL as compared to 51.5% of placebo patients.  The mean decrease in plasma HIV-1 RNA from baseline to Week 24 was -2.37 log(10) copies/mL for etravirine and -1.68 log(10) copies/mL for placebo.  The mean increase in CD4+ cell count from baseline for etravirine patients was 81 cells/mm(3) compared to 

64 cells/mm(3) for placebo (p < 0.0022).  Among the study population who either re-used or did not use enfuvirtide, 56.7% of etravirine patients and 32.7% of placebo patients achieved an HIV-1 RNA of 

< 50 copies/mL.  Among the study population using enfuvirtide de novo, 68.6% of etravirine patients and 61.3% of placebo patients achieved an HIV-1 RNA of < 50 copies/mL.

	Safety
	The safety and tolerability of etravirine was generally comparable to placebo.


Contraindications1
· None
Warnings and Precautions1
· Severe and potentially life-threatening skin reactions have occurred in patients taking etravirine, including Stevens-Johnson syndrome, hypersensitivity reactions and erythema multiforme.  Discontinue if rash develops.
· Redistribution/accumulation of body fat has been observed in patients receiving antiretroviral therapy.

· Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy, including etravirine.
Adverse Effects1
	MOST COMMON, > 10%
	INTELENCE plus BR
	PLACEBO plus BR

	Nausea
	13.9%
	11.1%

	Rash (any type)
	16.9%
	9.3%

	
	
	

	Grades 2-4, >= 2%
	
	

	Rash
	9.0%
	3.1%

	Diarrhea
	5.2%
	9.6%

	Nausea
	4.7%
	3.5%

	Fatigue
	3.3%
	4.0%

	Abdominal pain
	3.0%
	2.5%

	Peripheral neuropathy
	2.8%
	1.8%

	Hypertension
	2.8%
	2.2%

	Headache
	2.7%
	4.1%

	Vomiting
	2.3%
	2.0%


Drug Interactions1
· CYP3A4 inducers, inhibitors, or substrates
· CYP2C9 inducers, inhibitors, or substrates

· CYP2C19 inducers, inhibitors, or substrates
Dosage and Administration1

USUAL DOSE  200 mg (two 100 mg tablets) po twice a day following a meal.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Etravirine
	Intelence
	100 mg tablets
	200 mg BID
	$ 784.80


*Wholesale Acquisition Cost (WAC)
Conclusion

Etravirine is a next generation NNRTI that has demonstrated efficacy when used in combination with other antiretrovirals for the treatment of HIV-1 infection in antiretroviral treatment-experienced adults.  It is a highly flexible compound that retains potency in patients infected with mutant HIV-1 strains as well as against wild-type virus.  Etravirine is the first NNRTI to demonstrate antiviral activity in patients with NNRTI-resistant virus, and it received accelerated approval by the FDA.  Longer-term data will be required before the FDA can consider traditional approval for etravirine.  
Recommendation

MHD recomends Open Access status for this drug.
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