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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:
	Each capsule of Reyataz 100 mg contains 100mg of Atazanavir.  Each capsule of Reyataz 150 mg contains 150 mg of Atazanavir.  Each capsule of Reyataz 200 mg contains 200 mg of Atazanavir.  Each capsule of Reyataz 300 mg contains 300 mg of Atazanavir.
Bristol-Myers Squibb, Co., Princeton, NJ 08540 

	
	

	
	

	Summary of Findings:
	With compliance an issue with HIV drug therapy, Reyataz( has an advantage with once a day dosing.  Several studies comparing Reyataz( to other protease inhibitors have shown smaller increases, and sometimes decreases, in lipid levels.  A disadvantage of Reyataz( is the elevation of bilirubin and jaundice seen in the trials.  Reyataz( also currently has the highest AWP among the protease inhibitors and does have drug interactions with other protease inhibitors.
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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

Protease inhibitors have an important role in treating HIV+ patients.  Current treatment for these patients uses a combination of antiretrovirals to lower the viral load and increase the CD4 cell count.  Reyataz( is a new protease inhibitor from Bristol-Myers Squibb and should be used in combination with other antiretroviral agents.

Dosage Form(s) 1
Each capsule of Reyataz 100 mg contains 100mg of Atazanavir.  Each capsule of Reyataz 150 mg contains 150 mg of Atazanavir.  Each capsule of Reyataz 200 mg contains 200 mg of Atazanavir.  Each capsule of Reyataz 300 mg contains 300 mg of Atazanavir.

Manufacturer

Bristol-Myers Squibb, Co., Princeton, NJ 08540
Indication(s) 1
Reyataz( is indicated in combination with other antiretroviral agents for the treatment of HIV-1 infection. 

Clinical Efficacy 1 (mechanism of action/pharmacology, comparative efficacy)
Atazanavir is an azapeptide HIV-1 protease inhibitor. The compound selectively inhibits the virus-specific processing of viral Gag and Gag-Pol polyproteins in HIV-1 infected cells, thus preventing formation of mature virions. Two-drug combination studies with atazanavir showed additive to antagonistic antiviral activity in vitro with abacavir and the NNRTIs (delavirdine, efavirenz, and nevirapine) and additive antiviral activity in vitro with the protease inhibitors (amprenavir, indinavir, lopinavir, nelfinavir, ritonavir, and saquinavir) and NRTIs (didanosine, lamivudine, stavudine, tenofovir, zalcitabine, and zidovudine) without enhanced cytotoxicity.

Atazanavir is rapidly absorbed with a Tmax of approximately 2.5 hours. Atazanavir demonstrates nonlinear pharmacokinetics with greater than dose-proportional increases in AUC and Cmax values over the dose range of 200-800 mg once daily. Steady-state is achieved between Days 4 and 8, with an accumulation of approximately 2.3-fold. Administration of REYATAZ with food enhances bioavailability and reduces pharmacokinetic variability.  Atazanavir is 86% bound to human serum proteins and protein binding is independent of concentration. Atazanavir binds to both alpha-1-acid glycoprotein (AAG) and albumin to a similar extent (89% and 86%, respectively).  

Study Al424-034 showed that through 48 weeks of therapy the proportion of responders among patients with high viral loads was comparable for the combination of Reyataz( 400 mg once daily plus lamivudine plus zidovudine to efavirenz 600 mg once daily plus lamivudine plus zidovudine in patients without prior antiretroviral therapy.  Study Al424-008 showed that through 48 weeks of therapy the proportion of responders based on mean increase from baseline in CD4 cell counts was comparable for the combination of Reyataz( 400 mg once daily plus lamivudine plus stavudine to nelfinavir 1250 mg twice daily plus lamivudine plus stavudine in patients without prior antiretroviral therapy.  In patients with prior antiretroviral treatment, Study Al424-043 compared Reyataz( 400 mg once daily to lopinavir plus ritonavir (400/100 mg) twice daily, each in combination with two nucleosides.  The results showed a response from Reyataz( that was not quite as effective as lopinavir plus ritonavir.

Adverse Effects 1
	Selected Treatment-Emergent Adverse Events of Moderate or Severe Intensity Reported in ( 3% of Adult Treatment-Naïve Patients

	
	Phase III Study Al424-034
	Phase II Studies Al323-007, 008

	
	64 weeks
	64 weeks
	120 weeks
	73 weeks

	
	Reyataz( 400mg once daily + lamivudine + zidovudine (n=404)
	Efavirenz 600mg once daily + lamivudine + zidovudine (n=401)
	Reyataz( 400mg once daily + stavudine + lamivudine or + stavudine + didanosine (n=279)
	Nelfinavir 750mg TID or 1250mg BID + stavudine + lamivudine or + stavudine + didanosine (n=191)

	Body as a Whole

	Headache
	14
	13
	10
	8

	Fever
	4
	6
	5
	5

	Pain
	3
	2
	1
	2

	Fatigue
	2
	2
	3
	2

	Back Pain
	2
	5
	6
	3

	Digestive System

	Nausea
	16
	13
	10
	6

	Jaundice/schleral icterus
	7
	(1
	8
	-

	Abdominal Pain
	6
	5
	10
	8

	Vomiting
	6
	8
	8
	7

	Diarrhea
	6
	7
	8
	25

	Metabolic and Nutritional System

	Lipodystrophy
	1
	1
	8
	3

	Musculoskeletal System

	Arthralgia
	(1
	2
	4
	4

	Nervous System

	Depression
	4
	5
	8
	3

	Insomnia
	3
	5
	1
	(1

	Dizziness
	3
	8
	1
	-

	Peripheral Neurologic Symptoms
	1
	2
	8
	7

	Respiratory System

	Increased Cough
	3
	4
	5
	1

	Skin and Appendages

	Rash
	9
	13
	10
	3


Treatment-Emergent Adverse Events in All Reyataz(-Treated Patients

Treatment-emergent adverse events of at least moderate intensity occurring in less than 3% of adult patients receiving Reyataz( in all Phase II/III clinical trials (n=1597) and considered of possible, probable, certain, or unknown relationship to treatment with Reyataz(-containing regimens, and not listed in the above table are listed below by body system.

Body as a whole: allergic reaction, angioedema, asthenia, burning sensation, chest pain, dysplasia, edema, facial atrophy, generalized edema, heat sensitivity, infection, malaise, overdose, pallor, peripheral edema, photosensitivity, substernal chest pain, sweating.

Cardiovascular system: heart arrest, heart block, hypertension, myocarditis, palpitation, syncope, vasodilatation.

Digestive system: acholia, anorexia, aphthous stomatitis, colitis, constipation, dental pain, dyspepsia, enlarged abdomen, esophageal ulcer, esophagitis, flatulence, gastritis, gastroenteritis, gastrointestinal disorder, hepatitis, hepatomegaly, hepatosplenomegaly, increased appetite, liver damage, liver fatty deposit, mouth ulcer, pancreatitis, peptic ulcer.

Endocrine system: decreased male fertility.

Hemic and lymphatic system: ecchymosis, purpura.

Metabolic and nutritional disorders: buffalo hump, dehydration, diabetes mellitus, dyslipidemia, gout, lactic acidosis, lipohypertrophy, obesity, weight decrease, weight gain.

Musculoskeletal system: bone pain, extremity pain, muscle atrophy, myalgia, myasthenia, myopathy.

Nervous system: abnormal dream, abnormal gait, agitation, amnesia, anxiety, confusion, convulsion, decreased libido, emotional lability, hallucination, hostility, hyperkinesia, hypesthesia, increased reflexes, nervousness, psychosis, sleep disorder, somnolence, suicide attempt, twitch.

Respiratory system: dyspnea, hiccup, hypoxia.

Skin and appendages: alopecia, cellulitis, dermatophytosis, dry skin, eczema, nail disorder, pruritus, seborrhea, urticaria, vesiculobullous rash.

Special senses: otitis, taste perversion, tinnitus.

Urogenital system: abnormal urine, amenorrhea, crystalluria, gynecomastia, hematuria, impotence, kidney calculus, kidney failure, kidney pain, menstrual disorder, oliguria, pelvic pain, polyuria, proteinuria, urinary frequency, urinary tract infection.
Drug Interactions 1
Atazanavir is an inhibitor of CYP3A and UGT1A1. Coadministration of Reyataz( and drugs primarily metabolized by CYP3A (eg, calcium channel blockers, HMG-CoA reductase inhibitors, immunosuppressants, and sildenafil) or UGT1A1 (eg, irinotecan) may result in increased plasma concentrations of the other drug that could increase or prolong both its therapeutic and adverse effects. Atazanavir is metabolized in the liver by the cytochrome P450 enzyme system. Coadministration of Reyataz( and drugs that induce CYP3A, such as rifampin, may decrease atazanavir plasma concentrations and reduce its therapeutic effect.  Coadministration of Reyataz( and drugs that inhibit CYP3A may increase atazanavir plasma concentrations. Atazanavir solubility decreases as pH increases. Reduced plasma concentrations of atazanavir are expected if antacids, buffered medications, H2-receptor antagonists, and proton-pump inhibitors are administrated with atazanavir.  Atazanavir has the potential to prolong the PR interval of the electrocardiogram in some patients. Caution should be used when coadministering Reyataz( with medicinal products known to induce PR interval prolongation (eg, atenolol, diltiazem).

Drugs that should not be administered with Reyataz( are: rifampin, irinotecan, midazolam, triazolam, bepridil, dihydroergotamine, ergotamine, ergonovine, methylergonovine, cisapride, lovastatin, simvastatin, pimozide, indinavir, proton pump inhibitors and St. John’s wort.

Drugs that have the potential for a significant drug interaction where an alteration in dose or regimen may be recommended include: didanosine (buffered formulations), efavirenz, saquinavir (soft gelatin capsules), ritonavir, antacids and buffered medications, amiodarone, lidocaine (systemic), quinidine, warfarin, tricyclic antidepressants, rifabutin, diltiazem, felodipine, nifedipine, nicardipine, verapamil, sildenafil, atorvastatin, H2 receptor antagonists, cyclosporine, sirolimus, tacrolimus, clarithromycin, ethinyl estradiol and norethindrone.

Drug Interaction Pharmacokinetic Studies were done with atenolol, clarithromycin, didanosine (buffered tablets) plus stavudine, diltiazem, efavirenz, efavirenz plus ritonavir, ketaconazole, rifabutin, ritonavir, ethinyl estradiol plus norethindrone, saquinavir (soft gelatin capsules), lamivudine plus zidovudine and the results can be found in the package insert.

Dosage and Administration 1
The recommended dose of Reyataz( (atazanavir sulfate) is 400 mg (two 200-mg capsules) once daily taken with food.

Important dosing information:

Efavirenz: When coadministered with efavirenz, it is recommended that Reyataz( 300 mg and ritonavir 100 mg be given with efavirenz 600 mg (all as a single daily dose with food). Reyataz( without ritonavir should not be coadministered with efavirenz.

Didanosine: When coadministered with didanosine buffered formulations, Reyataz( should be given (with food) 2 hours before or 1 hour after didanosine.

Reyataz( should be used with caution in patients with mild to moderate hepatic insufficiency. A dose reduction to 300 mg once daily should be considered for patients with moderate hepatic insufficiency (Child-Pugh Class B). Reyataz( should not be used in patients with severe hepatic insufficiency (Child-Pugh Class C).

Cost Comparison 3 (at commonly used dosages) 

	DRUG
	TOTAL DAILY DOSE
	AWP

	Reyataz(
	400 mg
	$27.60

	Ritonavir
	1200 mg
	$25.72

	Nelfinavir
	2500 mg
	$25.23

	Saquinavir (Fortovase)
	3600 mg
	$25.04

	Saquinavir (Inverase)
	1800 mg
	$22.47

	Indinavir
	2400 mg
	$18.22

	Amprenavir
	1950 mg
	$24.52

	Lopinavir/Ritonavir
	800 mg/ 200 mg
	$23.45


Conclusion 1,2,3

With compliance an issue with HIV drug therapy, Reyataz( has an advantage with once a day dosing.  Several studies comparing Reyataz( to other protease inhibitors have shown smaller increases, and sometimes decreases, in lipid levels.  A disadvantage of Reyataz( is the elevation of bilirubin and jaundice seen in the trials.  Reyataz( also currently has the highest AWP among the protease inhibitors and does have drug interactions with other protease inhibitors. 

Recommendation

It is recommended that Reyataz( have open access status.
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