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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 Edurant contains 25 mg of Rilpivirine.
Janssen-Cilag, S.p.A., Latina, Italy for Tibotec Therapeutics, Raritan, NJ 98861

	
	

	Summary of Findings:
	Edurant is an HIV-1 specific second generation NNRTI that has demonstrated efficacy in combination with other antiretroviral agents for the treatment of HIV-1 infection in treatment-naive adult patients. During clinical studies, Edurant demonstrated similar virologic efficacy to efavirenz, while causing less adverse effects. A higher proportion of Edurant patients did experience virologic failure, however, and practitioners will need to weigh this risk with the improved tolerability of Edurant. In vitro studies have demonstrated that Edurant has a higher genetic barrier to resistance compared to first-generation NNRTI agents, but longer-term clinical data are needed to assess this potential advantage. A co-formulation product containing rilpivirine, tenofovir, and emtricitabine is also being developed.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
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 Open Access
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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, 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
HIV infection in humans is considered pandemic by the World Health Organization (WHO).  From its discovery in 1981 to 2006, AIDS killed more than 25 million people.  HIV infects about 0.6% of the world’s population.  In 2009, AIDS claimed an estimated 1.8 million lives, down from a global peak of 2.1 million in 2004.  Aproximately 260,000 children died of AIDS in 2009.  Treatment with anti-retrovirals increases the life expectancy of people infected with HIV.  Even after HIV has progressed to diagnosable AIDS, the average survival time with antiretroviral therapy was estimated to be more than 5 years as of 2005.  Without antiretroviral therapy, someone who has AIDS typically dies within a year.
Dosage Form(s) 
Each tablet of Edurant contains 25 mg of Rilpivirine.
Manufacturer
Janssen-Cilag, S.p.A., Latina, Italy for Tibotec Therapeutics, Raritan, NJ 98861
Indication(s) 1
Edurant in combination with other antiretroviral agents is indicated for the treatment of HIV-1 infection in treatment-naïve adult patients.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-8
Edurant is a diarylpyrimidine non-nucleoside reverse transcriptase inhibitor (NNRTI) of human immunodeficiency virus type 1 (HIV-1) and inhibits HIV-1 replication by non-competitive inhibition of HIV-1 reverse transcriptase (RT). Edurant does not inhibit the human cellular alpha, beta, and gamma DNA polymerases. Edurant possesses conformational flexibility within the allosteric binding pocket of reverse transcriptase that conveys stability against many NNRTI mutations.  
	
	EDURANT

	Protein binding
	99.7%

	Volume of distribution
	---

	Metabolism
	Oxidative metabolism via CYP3A system

	Excretion
	Feces (85%) and Urine (6%)

	Half-life (terminal)
	50 hours


The approval of Edurant was primarily based upon 48-week data from two ongoing, randomized, double-blind active-controlled clinical trials (ECHO or TMC278-C209; THRIVE or TMC278-C215) involving 1368 treatment-naive adults with HIV infection, and from a 96-week (with extension to 192 weeks) randomized, active-controlled, dose-comparison trial in antiretroviral treatment-naive adults. Combined results from the two trials (ECHO and THRIVE) showed that Edurant in combination with other antiretrovirals was as effective as efavirenz in combination with other antiretrovirals in lowering viral load. In the Edurant and efavirenz groups, 83% and 80% of patients, respectively, had undetectable amounts of HIV in the blood after 48 weeks of treatment. However, more Edurant patients with an HIV-1 RNA of greater than 100,000 copies/mL at the start of therapy experienced virologic failure compared with patients with an HIV-1 RNA of less than 100,000 copies/mL at the start of therapy. In addition, patients who failed therapy with Edurant developed a higher rate of overall treatment resistance and cross-resistance to the NNRTI class than patients who failed efavirenz, and more Edurant patients developed lamivudine/emtricitabine-associated resistance. Clinical comparisons between Edurant and other NNRTIs are not available.
STUDY 1 – HIV-1 INFECTION – TREATMENT-NAÏVE PATIENTS
	STUDY DESIGN
	Two randomized, double-blind, active-controlled, Phase 3, 48-week clinical trials (n=1368).

	INCLUSION CRITERIA
	Antiretroviral treatment-naïve HIV-1 infected adults.

	EXCLUSION CRITERIA
	Not specified.

	TREATMENT REGIMEN
	Patients enrolled had a plasma HIV-1 RNA of >= 5000 copies/mL and were screened for susceptibility to NNRTIs and the absence of specific NNRTI resistance-associated mutations (RAMs). The Phase 3 trials were identical in design, with the exception of the background regimen (BR). In Study TMC278-C209, the BR was fixed to tenofovir disoproxil fumarate plus emtricitabine. In Study TMC278-C215, the BR consisted of 2 investigator-selected NNRTIs: tenofovir disoproxil fumarate plus emtricitabine, zidovudine plus lamivudine, or abacavir plus lamivudine. In both trials, randomization was stratified by screening viral load. In Study TMC278-C215, randomization was also stratified by the BR. Patients were randomized to treatment with Edurant plus a BR or efavirenz plus a BR.

	RESULTS
	At week 48, 83% of patients receiving Edurant plus a BR had undetectable amounts of HIV in the blood (HIV-1 RNA < 50 copies/mL) compared with 80% of patients receiving efavirenz plus a BR. The virologic failure rate at week 48 was 13% for Edurant patients compared with 9% for the efavirenz group. The virologic failure rates were similar in both groups when the baseline viral load was less than or equal to 100,000 copies/mL, but were higher in patients in the Edurant arm who had higher baseline viral loads (> 100,000 copies/mL). Upon virologic failure, the emergence of resistance and cross-resistance to the NNRTI class was higher in the Edurant group compared with efavirenz. Based on the pooled data from the TMC278-C209 and TMC278-C215 trials at 48 weeks, the mean increase in CD4 cell count from baseline was 192 cells/mm(3) for Edurant patients and 176 cells/mm(3) for efavirenz patients.

	SAFETY
	The most common adverse reactions of at least moderate to severe intensity (>= Grade 2) with Edurant were depression, insomnia, headache, and rash.  Fewer patients taking Edurant discontinued the study due to adverse events or death compared with efavirenz(2% versus 7%).


Contraindications1
· Co-administration with drugs where significant decreases in plasma concentrations may occur: carbamazepine, oxcarbazepine, Phenobarbital, phenytoin, rifabutin, Rifampin, rifapentine, esomeprazole, lansoprazole, omeprazole, pantoprazole, rabeprazole, dexamethasone (multiple doses), and St. John’s Wort.
Warnings and Precautions1
· Drug interactions may occur; use caution when concomitant drugs are prescribed that may reduce the exposure of Edurant.
· High doses (75 mg/day, 300 mg/day) prolong the QTc interval; use caution when concomitant drugs are prescribed that have a known risk for causing Torsade de pointes.

· Severe depressive disorders have been reported (eg, depressed mood, depression, dysphoria, major depression, mood alteration, negative thoughts, suicide attempts, suicidal ideation); immediate evaluation is recommended for severe depressive disorders.
· Redistribution/accumulation of body fat or the immune reconstitution syndrome may occur.

· Avoid combination therapy with delavirdine, efavirenz, etravirine, and nevirapine. 
Adverse Effects1
	Most Common ≥ 2%
	Edurant (n=686)
	Efavirenz (n=682)

	Depressive disorders
	4%
	3%

	Headache
	3%
	3%

	Insomnia
	3%
	3%

	Rash
	3%
	11%

	Abdominal pain
	1%
	2%

	Abnormal dreams
	1%
	4%

	Dizziness
	1%
	7%

	Fatigue
	1%
	2%

	Nausea
	1%
	3%

	Vomiting
	1%
	2%


Drug Interactions1
· CYP3A4 inducers: carbamazepine, oxcarbazepine, Phenobarbital, phenytoin, rifabutin, Rifampin, rifapentine, St. John’s Wort
· CYP3A4 inhibitors: fluconazole, Itraconazole, Ketoconazole, posaconazole, voriconazole, Clarithromycin, erythromycin, troleandomycin
· Drugs that increase gastric pH: antacids, cimetidine, famotidine, nizatidine, rantidnie, esomeprazole, lansoprazole, omeprazole, pantoprazole, rabeprazole
Dosage and Administration1
USUAL DOSE Give 25 mg orally once daily with a meal.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH 
	DOSE
	COST/MONTH

	Rilpivirine
	Edurant
	25 mg tablets
	1 tablet daily
	$ 957.61

	Efavirenz
	Sustiva
	600 mg tablets
	1 tablet daily
	$ 552.50

	Delavirdine
	Rescriptor
	200 mg tablets
	2 tablets TID
	$ 298.27

	Etravirine
	Intelence
	200 mg tablets
	1 tablet BID
	$ 766.48

	Nevirapine
	Viramune
	200 mg tablets
	1 tablet BID
	$ 552.82


*Wholesale Acquisition Cost (WAC)
Conclusion

Edurant is an HIV-1 specific second generation NNRTI that has demonstrated efficacy in combination with other antiretroviral agents for the treatment of HIV-1 infection in treatment-naive adult patients. During clinical studies, Edurant demonstrated similar virologic efficacy to efavirenz, while causing less adverse effects. A higher proportion of Edurant patients did experience virologic failure, however, and practitioners will need to weigh this risk with the improved tolerability of Edurant. In vitro studies have demonstrated that Edurant has a higher genetic barrier to resistance compared to first-generation NNRTI agents, but longer-term clinical data are needed to assess this potential advantage. A co-formulation product containing rilpivirine, tenofovir, and emtricitabine is also being developed.
Recommendation

Mo HealthNet Division recommends Open Access status for this drug.
References
1. Product Information: Edurant™, rilpivirine tablets. Tibotec Therapeutics, a division of Centocor Ortho Biotech Inc., Raritan, NJ, 05/2011.

2. Azijn H, Tirry I, Vingerhoets J et al: TMC278, a next-generation non-nucleoside reverse transcriptase inhibitor (NNRTI), active against wild-type and NNRTI-resistant HIV-1. Antimicrob Agents Chemother 2010; 54(2):718-727.

3. Das K, Bauman JD, Clark AD Jr et al: High-resolution structures of HIV-1 reverse transcriptase/TMC278 complexes: strategic flexibility explains potency against resistance mutations. Proc Natl Acad Sci USA 2008; 105(5):1466-1471.

4. Miller CD, Crain J, Tran B et al: Rilpivirine: a new addition to the anti-HIV-1 armamentarium. Drugs Today 2011; 47(1):5-15.
5. Pozniak AL, Morales-Ramirez J, Katabira E et al: TMC278-C204 Study Group: Efficacy and safety of TMC278 in antiretroviral-naive HIV-1 patients: week 96 results of a phase IIb randomized trial. AIDS 2010; 24(1):55-65.

6. Arasteh K, Rieger A, Yeni P et al: Short-term randomized proof-of-principle trial of TMC278 in patients with HIV type-1 who have previously failed antiretroviral therapy. Antivir Ther 2009; 14(5):713-722.

7. Garvey L & Winston A: Rilpivirine: a novel non-nucleoside reverse transcriptase inhibitor. Expert Opin Investig Drugs 2009; 18(7):1035-1041.

8. Goebel F, Yakovlev A, Pozniak AL et al: Short-term antiviral activity of TMC278 - a novel NNRTI - in treatment-naive HIV-1-infected subjects. AIDS 2006; 20(13):1721-1726.

Prepared by:  Mark Roaseau, BS Pharmacy, MD
Date:  August 29, 2011



































































































PA Criteria Proposal

( 2011 ACS - Heritage Information Systems, Inc.  All Rights Reserved.
2
PA Criteria Proposal (  5
[image: image2.png]


( 2011 ACS - Heritage Information Systems, Inc.  All Rights Reserved. 

