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Executive Summary1-6: 
· Rilpivirine is a non-nucleoside reverse transcriptase inhibitor (NNRTI) indicated in combination with other antiretroviral agents for the treatment of HIV-1 infection in antiretroviral treatment-naïve adult patients. It is also available as a coformulated, fixed-dose product.
· The recommended dose in adults is one 25mg tablet taken orally once daily.  Rilpivirine must be administered with a meal (preferably high fat). The coformulated fixed dose product emtricitabine 200mg/rilpivirine 25mg/tenofovir 300mg is administered as one tablet once daily with a meal. Patients with creatinine clearances of <50ml/min should not receive the fixed-dose formulation.
· The efficacy of rilpivirine in combination with a nucleos(t)ide backbone has been demonstrated in is based on 48-week data from two large, multinational, randomized, double-blind Phase 3 clinical trials, ECHO and THRIVE.  In the pooled analysis of the two studies, 83% of rilpivirine-treated subjects and 80% of efavirenz-treated subjects had plasma HIV RNA <50 copies/mL at 48 weeks. Although rilpivirine demonstrated noninferiority in this analysis, it was noted that for participants with higher pretreatment HIV RNA, virologic failure occurred more frequently in participants randomized to receive rilpivirine. Twenty percent of subjects randomized to rilpivirine failed compared to 11% of subjects randomized to receive efavirenz if baseline viral loads were between 100,000 to 500,000copies/mL.  Subjects receiving rilpivirine who experienced virologic failure were more likely to have failure with genotypic resistance to other NNRTIs and to have resistance to their prescribed NRTIs.
· Rilpivirine was generally well tolerated in clinical trials. The most common adverse drug reactions to rilpivirine (incidence > 2%) of at least moderate to severe intensity (> Grade 2) were depression, insomnia, headache and rash. Overall, treatment-related adverse events were lower in the rilpivirine group as compared to the efavirenz group.  
· Careful evaluation for potential drug-drug interactions should be done prior to initiation of rilpivirine as it is metabolized by CYP3A4.  Its oral bioavailability can be significantly reduced in the presence of acid lowering agents. Caution should be used when administered with other agents that can cause QTc prolongation.  Rilpivirine is pregnancy category B.

· The DHHS Antiretroviral Guidelines for Adults and Adolescents for Antiretroviral Treatment-Naïve Patients with HIV-1 Infection recommends when NNRTI is used as part of an initial antiretroviral regimen that efavirenz remains the preferred NNRTI while rilpivirine is classified as an alternative NNRTI.  These recommendations are based upon limited data on durability of treatment responses (48 weeks), the lower virologic response compared to efavirenz in subjects with pretreatment HIV RNA > 100,000 copies/mL, and the greater likelihood of NNRTI resistance with failure.   

Introduction      
The purposes of this monograph are to (1) evaluate the available evidence of safety, efficacy, cost, and other pharmaceutical issues that would be relevant to evaluating rilpivirine and coformulated rilpivirine for possible addition to the VA National Formulary; (2) define its role in therapy; and (3) identify parameters for its rational use in the VA.
Pharmacology/Pharmacokinetics1-3
Rilpivirine 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). Rilpivirine binds to reverse transcriptase causing disruption of the DNA polymerase catalytic site and effectively blocking polymerase activities. Rilpivirine exhibited a median EC50 value for HIV-1 of 0.73 nM (0.27 ng/mL). Rilpivirine demonstrated limited activity in cell culture against HIV-2 with a median EC50 value of 5220 nM (range 2510 to 10830 nM) (920 to 3970 ng/mL). 
The exposure to rilpivirine was approximately 40% lower when taken under fasting conditions as compared to a normal caloric meal (533 kcal) or high-fat high-caloric meal (928 kcal). When taken with only a protein-rich nutritional drink, rilpivirine exposures were 50% lower than when taken with a meal. 
Table 1.  Pharmacokinetics of Rilpivirine
	Parameter
	Rilpivirine

	C0hr  (mean ± SD) 
	80± 37 ng/mL

	Tmaxss 
	4-5 hrs

	AUC12hr (mean ± SD)
	2397± 1032 ng·h/mL

	T1/2 (terminal)
	50 hrs

	Vd
	NA

	Protein Binding
	99.7% bound to plasma proteins 

	Bioavailability
	NA

	Metabolism
	Undergoes oxidative metabolism by CYP3A4, minor via 2C19

	Elimination
	85% feces and 6.1% urine


NA=not available
FDA Approved Indication1,2
Rilpivirine, in combination with other antiretroviral agents, is indicated for the treatment of HIV-1 infection in antiretroviral treatment-naive adult patients. The FDA also approved a fixed-dose combination tablet of rilpivirine/tenofovir/emtricitabine as a one-tablet, once a day complete regimen. 
The following should be considered when initiating therapy with rilpivirine (either alone or as part of a fixed-dose combination): 

· More rilpivirine treated subjects with HIV-1 RNA >100,000 copies/mL at the start of therapy experienced virologic failure compared to subjects with HIV-1 RNA <100,000 copies/mL at the start of therapy.
· Observed virologic failure rate in rilpivirine treated subjects conferred a higher rate of overall treatment resistance and cross-resistance to the NNRTI class compared to efavirenz and more subjects treated with rilpivirine developed lamivudine/emtricitabine associated resistance compared to efavirenz.
Potential Off-label Uses

This section is not intended to promote any off-label uses. Off-label use should be evidence-based. See VA PBM-MAP and Center for Medication Safety’s Guidance on “Off-label” Prescribing (available on the VA PBM intranet site only).
At this time, there are no clinical trials of rilpivirine being conducted for off-label uses.  

Current VA National Formulary Alternatives
Other FDA-approved formulary options for treatment-naive patients include efavirenz, efavirenz/emtricitabine/tenofovir, ritonavir-boosted atazanavir, ritonavir-boosted darunavir, raltegravir, lopinavir/ritonavir, and ritonavir-boosted fosamprenavir.  Other FDA-approved NNRTI formulary agents include efavirenz, nevirapine, delavirdine, and etravirine. 
Dosage and Administration1
The recommended dose of rilpivirine in adults is one 25mg tablet taken orally once daily. The coformulated fixed dose product emtricitabine 200mg/rilpivirine 25mg/tenofovir 300mg is administered as one tablet once daily.  Rilpivirine must be administered with a meal, preferably high fat and normal caloric (i.e. >533kcal); but not a protein-rich nutritional drink. Careful evaluation for potential drug-drug interactions should be done prior to initiation of rilpivirine.  Its oral bioavailability can be significantly reduced in the presence of acid lowering agents.
Hepatic Impairment:  No dosage adjustment is necessary for patients with mild to moderate hepatic impairment.  The pharmacokinetics of rilpivirine has not been adequately evaluated in individuals with severe hepatic impairment.  
Renal Impairment:  No dosage adjustment is necessary for rilpivirine itself in patients with mild or moderate renal impairment.  However, in patients with severe renal impairment or end-stage renal disease, rilpivirine should be used with caution and with increased monitoring for adverse effects. The extent of rilpivirine that is dialyzable is unknown; however, the high protein binding suggests that it will not be significantly removed by hemodialysis or peritoneal dialysis.
The fixed-dose combination of emtricitabine/rilpivirine/tenofovir should not be prescribed for patients with moderate or severe renal impairment, defined as creatinine clearance below 50 mL per minute, as the tenofovir component requires dose adjustment.
Pediatric:  The pharmacokinetics, safety and effectiveness have not been evaluated in pediatric patients.
Efficacy3-5
The efficacy of rilpivirine for the management of treatment naïve patients infected with HIV-1 is based on 48-week data from two large, multinational, randomized, double-blind Phase 3 clinical trials, TMC278-C209 (ECHO) and TMC278-C215 (THRIVE) and from a 96-week (with extension to 192 weeks) randomized, active-controlled, dose-comparison Phase 2b trial. These Phase 3 trials were identical except for the nucleoside backbone regimen; in C209, tenofovir and emtricitabine were used as the background whereas in trial C215, the nucleoside background was determined at the discretion of the investigator who could select from three background regimens: tenofovir/emtricitabine, abacavir/lamivudine, or zidovudine /lamivudine. Stratification was based on screening viral load.
Rilpivirine (25 mg once daily) was compared with efavirenz (600 mg once daily), each in combination with two nucleos(t)ide reverse transcriptase inhibitors (NRTIs). Efficacy was based on pooled analyses of trials C209 and C215 and 1,368 subjects were evaluated: 686 randomized to receive rilpivirine in combination with two NRTIs and 682 randomized to receive efavirenz with two NRTIs. Median age in these studies was 36, 76% were male, 24% were Black, and 7% were HBV/HCV co-infected. Baseline CD4 cell count was 249 cells/mm3, median baseline HIV RNA was 5.0 log10 copies/mL, and 46% and 52% of subjects in the rilpivirine and efavirenz arms, respectively, had a baseline HIV RNA over 100,000 copies/mL.
In the pooled analysis of the two studies, 83% of rilpivirine-treated subjects and 80% of efavirenz-treated subjects had plasma HIV RNA <50 copies/mL at 48 weeks. Although rilpivirine demonstrated noninferiority in this analysis, it was noted that for participants with higher pretreatment HIV RNA (>100,000 copies/mL), virologic failure occurred more frequently in participants randomized to receive rilpivirine. For those subjects with less than 100,000 copies/mL, 89% versus 83% achieved HIV RNA less than 50 copies/mL (rilpivirine versus efavirenz) whereas for those subjects with greater than 500,000 copies/mL at baseline, 65% versus 73% achieved HIV RNA less than 50 copies/mL with rilpivirine and efavirenz, respectively. Overall, as baseline plasma viral load increased so did virologic failure, but virologic failure was greater in subjects receiving rilpivirine as compared to efavirenz. Virologic failure in those subjects with a baseline viral load of less than 100,000 copies/mL was 5% in each of the rilpivirine and efavirenz arms, however, 20% of subjects randomized to rilpivirine failed compared to 11% of subjects randomized to receive efavirenz if baseline viral loads were between 100,000 to 500,000copies/mL.
The Phase 2b study (C204) enrolled 368 subjects and consisted of two parts: a 96 week dose finding part followed by a long-term open label part. After the 96 week dose finding part, subjects were switched to rilpivirine 25mg QD while those in the control arm continued to receive 600mg of efavirenz; both groups received a NRTI background regimen. At 96 weeks, the proportion of subjects with <50 HIV-1 RNA copies/ml was 76% for ripilvirine (N = 93) and 71% for those receiving efavirenz (N = 89).  The mean increase from baseline in CD4+ counts was 146 cells/mm3 in the rilpivirine group and 160 cells/mm3 in the efavirenz control group. At 192 weeks, 63% of subjects who originally received rilpivirine 25 mg achieved HIV RNA < 50 copies/mL compared to 61% of subjects in the control group receiving efavirenz.
Table 2.  Efficacy Results at 48 weeks: C209(ECHO) and C215(THRIVE), Pooled Analyses
	
	Rilpivirine 25mg QD+ BR
	Efavirenz 

600mg QD +BR
	95% CI

	N
	686
	682
	

	HIV-1 RNA < 50 copies/mL
	83%
	80%
	 2.4 
(-1.7, 6.6)

	HIV-1 RNA < 50 copies/mL by baseline viral load (copies/mL ) 
	
	
	

	≤100,000
	89%
	83%
	6.6 
(1.6, 11.5)

	>100,000 to ≤500,000
	78%
	78%
	

	>500,000
	65%
	73%
	

	Virologic Failure
	13%
	9%
	

	Virologic Failure by baseline viral load (copies/mL)
	
	
	

	≤100,000
	5%
	5%
	

	>100,000 to ≤500,000
	20%
	11%
	

	>500,000
	29%
	17%
	

	Change in CD4 count from baseline (cells/mm3) 
	+192
	+176
	NS


BR = background Regimen
Resistance 1-5 
The single NNRTI substitutions K101P, Y181I and Y181V conferred 52-fold, 15-fold and 12-fold decreased susceptibility to rilpivirine, respectively, while the combination of E138K and M184I showed 6.7-fold reduced susceptibility to rilpivirine. The K103N substitution did not show reduced susceptibility to rilpivirine. Combinations of 2 or 3 NNRTI resistance-associated substitutions gave decreased susceptibility to rilpivirine. 
The observed virologic failure rate in rilpivirine treated subjects conferred a higher rate of overall treatment resistance and cross-resistance to the NNRTI class compared to efavirenz. Subjects receiving rilpivirine who experienced virologic failure were more likely to have failure with genotypic resistance to other NNRTIs (efavirenz-89%, etravirine-89%, and nevirapine-63%) and to have resistance to their prescribed NRTIs. Hence, cross-resistance to efavirenz, etravirine and/or neviripine is likely after virologic failure with a rilpivirine-based regimen.
Emergent post-baseline resistance data are available from 75 subjects in the pooled rilpivirine arms and 37 subjects in the efavirenz control arms from the phase 3 naïve trials. Of those failing virologically, 41% in the pooled rilpivirine arms had genotypic and phenotypic resistance to rilpivirine compared to 25% of the virologic failures in the pooled control arms who had genotypic and phenotypic resistance to efavirenz. Overall resistance to background nucleoside regimens was also greater in the rilpivirine arms as compared to efavirenz, 48% versus 15%, respectively with M184I/V and K65R/N emerging more frequently in rilpivirine virologic failures compared to those failing efavirenz. Of note, none of the 75 subjects with post-baseline resistance data in the rilpivirine group developed the K103N substitution compared to 32% (12/37) in the efavirenz group.  
Emerging NNRTI substitutions in the rilpivirine virologic failures included V90I, K101E/P/T, E138K/G, V179I/L, Y181I/C, V189I, H221Y, F227C/L and M230L; these were associated with a rilpivirine phenotypic fold change range of 2.6 - 621. The E138K substitution emerged most frequently on rilpivirine treatment commonly in combination with the M184I substitution and showed 6.7-fold reduced susceptibility to rilpivirine. The following amino acid substitutions, when present at baseline, are likely to decrease the antiviral activity of rilpivirine: K101E, K101P, E138A, E138G, E138K, E138R, E138Q, V179L, Y181C, Y181I, Y181V, H221Y, F227C, M230I or M230L.
Adverse Events (Safety Data)1-5
The safety assessment is based on pooled data from 1368 patients in the Phase 3 controlled trials, 686 of whom received rilpivirine. The most common adverse drug reactions to rilpivirine (incidence > 2%) of at least moderate to severe intensity (> Grade 2) were depression, insomnia, headache and rash. Overall, treatment-related adverse events were lower in the rilpivirine group as compared to the efavirenz group. The principal NNRTI-related adverse events during the phase 3 trials included psychiatric disorders and rash, which are known drug class events. Depressive disorders (regardless of causality, severity) occurred at a slightly higher rate in the rilpivirine group compared to efavirenz , 8% versus 6%, respectively; most events were mild or moderate in severity. The incidence of Grade 3 and 4 depressive disorders was 1% for both rilpivirine and efavirenz. Suicide attempt was reported in 2 rilpivirine subjects and suicidal ideation was reported in 1 rilpivirine subject and in 3 efavirenz subjects. Increases in serum creatinine occurred within the first four weeks of treatment with rilpivirine and remained stable through 48 weeks (mean change of 0.09 mg/dL; range: -0.20 mg/dL to 0.62 mg/dL).
Drug discontinuations because of adverse effects were more common with efavirenz (4%) than rilpivirine (2%) and were mostly related to psychiatric disorders and rash. The frequency of depressive disorders and discontinuations because of depressive disorders were similar between the two arms, whereas dizziness, abnormal dreams, rash, and hyperlipidemia were more frequent with efavirenz compared with rilpivirine.
Adrenal suppression was noted in non-clinical studies and subjects underwent monitoring in the clinical trials. In the pooled Phase 3 trials, at week 48, the overall mean change from baseline in basal cortisol showed a decrease of -13.1 nmol/L in the rilpivirine group, but mean values for basal and ACTH stimulated cortisol were within the normal range.  There were no serious adverse events related to adrenal suppression and no related treatment discontinuations. 
Overall the incidence of hepatic events was 5.5% in the rilpivirine treated subjects compared to 6.6% in the efavirenz group. Slightly more biliary events occurred in the rilpivirine group compared to the efavirenz group.  Eight (1.2%) subjects in the rilpivirine group experienced the following: cholecystitis, cholelithiasis, or biliary colic, while only two subjects in the efavirenz group experienced findings related to the biliary system.

Table 3.  Adverse Events Reported in >2% of Subjects (≥Grade 2), Pooled Analyses 

	
	Rilpivirine 25mg QD +BR (n=686)
	Efavirenz 600mg QD +BR  (n=682)

	AEs resulting in discontinuation
	2%
	4%

	Rash
	3%
	11%

	Diarrhea
	15%
	20%

	Depressive disorder
	4%
	3%

	Insomnia
	3%
	3%

	Abnormal dreams
	1%
	4%

	Headache
	3%
	3%

	Dizziness
	1%
	7%

	Fatigue
	1%
	2%

	Nausea
	1%
	3%

	Increased AST (≥Grade 2)
	5%
	8%

	Increased ALT (≥Grade 2)
	5%
	9%

	Increased Bilirubin (≥Grade 2)
	2%
	<1%

	Elevated Cholesterol (≥Grade 2)
	5%
	18%

	Elevated LDL (≥Grade 2)
	5%
	15%


BR= background regimen
Deaths 1
In the phase 3 trials, one subject in the rilpivirine group died compared to four subjects in the efavirenz group. No deaths were considered, by the investigator, as possibly related to rilpivirine. 
Contraindications/Warnings and Precautions1
Contraindications

Significant decreases in rilpivirine plasma concentrations may occur due to CYP3A enzyme induction or gastric pH increase, which may result in loss of virologic response and possible resistance to the class of NNRTIs. Hence, the following drugs are contraindicated: carbamazepine, oxcarbazepine, phenobarbital, phenytoin, rifabutin, rifampin, rifapentine, proton pump inhibitors, such as esomeprazole, lansoprazole, omeprazole, pantoprazole, rabeprazole, systemic dexamethasone (more than a single dose), and St John’s wort. 

Warnings and Precautions
· Coadministration with any medication that may reduce rilpivirine exposure
· Caution should be used when rilpivirine is co-administered with a drug with a known risk of Torsade de Pointes; supratherapeutic doses of rilpivirine (≥75mg) have been shown to cause prolongation of the QTc interval.
· Monitor for severe depressive symptoms including suicidal ideation. Patients with severe depressive symptoms should seek immediate medical evaluation to assess the possibility that the symptoms are related to rilpivirine, and to determine whether the risks of continued therapy outweigh the benefits.
· Fat redistribution/accumulation of body fat (e.g., central obesity, peripheral or facial wasting, breast enlargement) may occur in patients taking antiretroviral therapy.  However, causation has not been established.
· Monitor for immune reconstitution syndrome.
· Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been reported with the use of nucleoside analogs, including tenofovir, a component of the fixed dose formulation.
· Severe acute exacerbations of hepatitis B have been reported in patients who are coinfected with HBV and HIV-1 and have discontinued emtricitabine or tenofovir, two of the components of the fixed-dose formualtion.
· Renal impairment, including cases of acute renal failure and Fanconi syndrome has been reported with the use of tenofovir, a component of the fixed-dose formulation.
· In patients receiving the fixed dose formulation, bone mineral density (BMD) monitoring should be considered for HIV-1 infected patients who have a history of pathologic bone fracture or other risk factors for osteoporosis or bone loss as tenofovir was associated with significant increases in biochemical markers of bone metabolism.
Pregnancy/Nursing Mothers1
· Pregnancy category B
· Nursing mothers:  Because of the potential for both HIV transmission and adverse reactions in nursing infants, mothers should be instructed not to breast-feed if they are receiving rilpivirine.  

Postmarketing Safety Experience

No data.
Sentinel Events

No data. 
Look-alike / Sound-alike (LA / SA) Error Risk Potential

Based on similarity scores as well as clinical judgment, the following drug names may be potential sources of drug name confusion:
LA/SA EdurantTM:  Edluar

LA/SA Rilpivirine: Ribavirin, etravirine

LA/SA CompleraTM: Combivir
LA/SA Emtircitabine/rilpivirine/tenofovir: Efavirenz/emtricitabine/tenofovir, emtricitabine/tenofovir
Drug-Drug Interactions1
Rilpivirine is metabolized by CYP3A4, and drugs that induce or inhibit CYP3A may affect the clearance of rilpivirine. Drugs that induce CYP3A may result in decreased plasma concentrations of rilpivirine, loss of virologic response and possible resistance to rilpivirine or other NNRTIs.  Drugs that inhibit CYP3A may result in increased plasma concentrations of rilpivirine. Rilpivirine does not have an effect on the exposure of other drugs metabolized by CYP enzymes.  Co-administration of rilpivirine with drugs that increase gastric pH may decrease plasma concentrations of rilpivirine.  Because supratherapeutic doses of ripilvirine (>75mg) have been shown to prolong the QTc interval, ripilvirine should be used with caution when coadministered with other drugs that may also prolong the QTc interval. Careful evaluation for potential drug-drug interactions should be done prior to initiation of rilpivirine.  Refer to Tables 4 and 5 for recommendations for co-administration of rilpivirine with other agents.  In addition, one should refer to prescribing information for the specific pharmacokinetics of these interactions.  
Table 4.  Agents that should NOT be Co-administered with Rilpivirine According to PI
	NNTRIs

	Efavirenz, Nevirapine, Delavirdine, Etravirine


Table 5  Agents that should be Administered with Caution According to the PI
	Protease inhibitors

	Darunavir/ritonavir, Tipranavir/ritonavir, Lopinavir/ritonavir, Saquinavir/ritonavir, Atazanavir                        Indinavir, Fosamprenavir, Nelfinavir
-May cause increase in plasma rilpivirine concentrations

	Antacids 

	Aluminum hydroxide, magnesium hydroxide, calcium carbonate
-Should only be administered 2 hours before or 4 hours after rilpivirine

	Azole Antifungals

	Fluconazole, itraconazole, ketoconazole, posaconazole, voriconazole

-Increased plasma concentrations of rilpivirine 

-Clinically monitor for breakthrough of fungal infections 

	H2 Receptor Antagonists

	Cimetidine, famotidine, nizatadine, rantitidine

- May cause significant decrease in rilpivirine concentrations 

-H2 blocker should only be administered 12 hours before or at least 4 hours after rilpivirine 

	Macrolide Antibiotics

	Clarithromycin, erythromycin, troleandomycin
-Increased plasma concentrations of rilpivirine
-Use azithromycin as alternative where appropriate

	Narcotic Analgesics

	Methadone

-Recommended to clinically monitor for withdrawal symptoms as dosage of methadone may need to be modified in some patients 


Pharmacoeconomic Analysis

A pharmacoeconomic analysis of rilpivirine was not found in a review of the published literature.  
Acquisition Costs

The provisional FSS of rilpivirine (one bottle of 30 tablets of 25mg) is $471.58. The provisional FSS of emtricitabine/rilpivirine/tenofovir (one bottle of 30 tablets of 200mg/25mg/300mg) is $1,034.97. Listed in the table are the costs of other first line preferred agents in the DHHS guidelines. The coformulated efavirenz/emtricitabine/tenofovir is the only other fixed-dose, one tablet, once a day regimen. Nevirapine, another NNRTI, is not listed as a preferred agent and should not be used in women with CD4 cell counts > 250cells/mm3 or men with >400cells/mm3.
Table 8.  Cost of Similar Antiretroviral Agents for Treatment-Naïve Patients and Other NNRTIs
	Drug & Strength
	Dosage Regimen
	Cost Dose ($)
	Cost/Year/patient ($)

	Rilpivirine 25mg
	25mg orally once daily
	$15.72
(FSS)
	$5738
(FSS)

	Emtricitabine 200mg/rilpivirine 25mg/tenofovir 300mg
	1 tablet orally once daily
	$34.50

(FSS)
	$12,592

(FSS)

	Preferred NNRTI-, Protease inhibitor-, or Integrase strand transfer inhibitor-based components of DHHS Regimens 

	Efavirenz 600mg/emtricitabine 200mg/tenofovir 300mg
	1 tablet orally once daily
	$30.33

(Big 4)
	$11,073

(Big 4)

	Efavirenz 600mg
	600mg orally once daily
	$11.47

(Big 4)
	$4187

(Big 4)

	Atazanavir 300mg+ritonavir 100mg
	300mg orally once daily + 100mg orally once daily
	$19.71+

$1.20

$20.91
	$7632
(BIG4 for atazanavir; FSS for ritonavir )

	Darunavir 800mg+ritonavir 100mg
	800mg (2x400mg) orally once daily +100mg orally once daily
	$19.70+

$1.20

$20.90
	$7,629
(FSS for darunavir and ritonavir)

	Raltegravir 
	400mg orally twice daily
	$10.06

(BIG 4)
	$7,344
(BIG 4)

	Other NNRTIs
	
	
	

	Nevirapine 200mg
	200mg orally twice daily
	$4.67
(FSS)
	$3408
(FSS)


Prices from October 2011
Conclusions1-5
Rilpivirine is a NNRTI indicated in combination with other antiretroviral agents for the treatment of HIV-1 infection in antiretroviral treatment-naive adult patients. It is also available as a coformulated fixed-dose product, emtricitabine 200mg/rilpivirine 25mg/tenofovir 300mg. In ECHO and THRIVE, treatment with rilpivirine plus an NRTI backbone (most often tenofovir/emticitabine) was found to be non-inferior to an efavirenz based regimen, although patients with higher viral loads (>500,000 copies/mL) had better responses with efavirenz.  The incidence of virologic failure was higher in the ripilvirine groups, particularly those with baseline viral loads >100,000 copies/mL. Overall, treatment-related adverse events were lower in the rilpivirine group compared to the efavirenz group, as were treatment discontinuations. Most common adverse events seen with rilpivirine include depression, insomnia, headache, and rash. Rilpivirine has a more favorable lipid side effect profile than efavirenz. Rilpivirne is pregnancy category B as compared to efavirenz which is category D. Careful evaluation for potential drug-drug interactions should be done prior to initiation of rilpivirine.   The DHHS panel recommends when NNRTI is used as part of an initial antiretroviral regimen that efavirenz remains the preferred NNRTI while rilpivirine is classified as an alternative NNRTI.  
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