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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:
	CRESTOR Tablets for oral administration contain 5, 10, 20 or 40 mg of rosuvastatin.

AstraZeneca LP, Wilmington, DE 19850-5437

	
	

	
	

	Summary of Findings:
	Comparison studies with similar drugs in the class indicate that Crestor lowered LDL-C more than Lipitor, Pravachol and Zocor.  It also has an attractive price for most strengths than those same drugs, however lovastatin and it’s MAC pricing is considerably less expensive.

	
	

	
	

	Status Recommendation:
	 FORMCHECKBOX 
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	 FORMCHECKBOX 
 Open Access

	
	 FORMCHECKBOX 
 Clinical Edit
	

	
	
	

	Type of PA Criteria:
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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

Crestor is a new inhibitor of HMG-CoA reductase also known as the “statin” family.

Dosage Form(s)

CRESTOR Tablets for oral administration contain 5, 10, 20 or 40 mg of rosuvastatin.

Manufacturer
AstraZeneca LP, Wilmington, DE 19850-5437
Indication(s)

CRESTOR is indicated for the following uses:

1. as an adjunct to diet to reduce elevated total-C, LDL-C, ApoB, nonHDL-C, and TG levels and to increase HDL-C in patients with primary hypercholesterolemia (heterozygous familial and nonfamilial) and mixed dyslipidemia (Fredrickson Type IIa and IIb);

2. as an adjunct to diet for the treatment of patients with elevated serum TG levels (Fredrickson Type IV);

3. to reduce LDL-C, total-C, and ApoB in patients with homozygous familial hypercholesterolemia as an adjunct to other lipid-lowering treatments (e.g.. LDL aphresis) or if such treatments are unavailable.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Rosuvastatin is a selective and competitive inhibitor of HMG-CoA reductase, the rate-limiting enzyme that converts 3-hydroxy-3-methylglutaryl coenzyme A to mevalonate, a precursor of cholesterol.  In vivo studies in animals, and in vitro studies in cultured animal and human cells have shown rosuvastatin to have a high uptake into, and selectivity for, action in the liver.  It works by increasing the number of hepatic LDL receptors on the cell-surface to enhance uptake and catabolism of LDL and it also inhibits hepatic synthesis of VLDL, which reduces the total number of VLDL and LDL particles.  Peak plasma concentration levels are reached in 3 to 5 hours following oral dosing.  The absolute bioavailability is approximately 20%.  Food decreases the rate of absorption by 20% but there is no effect on the extent of absorption. Rosuvastatin is 88% bound to plasma proteins, mostly albumin.  It is not extensively metabolized.  The elimination half-life is approximately 19 hours.

Percent Change in LDL-C From Baseline to Week 6 (LS means) by Treatment Group (sample sizes ranging from 156-167 patients per group)

	Treatment Daily Dose

	TREATMENT
	10 mg
	20 mg
	40 mg
	80 mg

	Crestor
	-46
	-52
	-55
	

	Atorvastatin
	-37
	-43
	-48
	-51

	Pravastatin
	-20
	-24
	-30
	

	Simvastatin
	-28
	-35
	-39
	-46


Warnings and Precautions

HMG-CoA reductase inhibitors, like, some other lipid-lowering therapies, have been associated with biochemical abnormalities of liver function.  It is recommended that liver function tests be performed before and at 12 weeks following both the initiation of therapy and any elevation of dose, and periodically (e.g., semiannually) thereafter.  Rosuvastatin should be used with caution in patients who consume substantial quantities of alcohol and/or have a history of liver disease.

Rare cases of rhabdomyolysis with acute renal failure secondary to myoglobinuria have been reported with rosuvastatin and with other drugs in this class.  Use with caution in patients with predisposing factors for myopathy.  The risk may increase with concurrent administration of other lipid-lowering therapies or cyclosporine.

An attempt should be made to control hypercholesterolemia with appropriate diet and exercise, weight reduction in obese patients, and treatment of underlying medical problems.

Use with caution in patients with severe renal impairment.

There was an approximate 2-fold elevation in median exposure in Asian subjects residing in Japan and Singapore compared with Caucasians residing in North America and Europe.

Adverse Effects

	ADVERSE EVENT
	ROSUVASTATIN (N=744)
	PLACEBO (N=382)

	Pharyngitis
	9.0
	7.6

	Headache
	5.5
	5.0

	Diarrhea
	3.4
	2.9

	Dyspepsia
	3.4
	3.1

	Nausea
	3.4
	3.1

	Myalgia
	2.8
	1.3

	Asthenia
	2.7
	2.6

	Back Pain
	2.6
	2.4

	Flu Syndrome
	2.3
	1.8

	Urinary Tract Infection
	2.3
	1.6

	Rhinitis
	2.2
	2.1

	Sinusitis
	2.0
	1.8


Adverse events reported, regardless of causality assessment, in (1% of 10,275 patients treated with rosuvastatin in clinical studies.  Events in italics occurred in ( 2% of these patients:

Abdominal pain, accidental injury, chest pain, infection, pain, pelvic pain and neck pain, hypertension, angina pectoris, vasodilatation, palpitation, constipation, gastroenteritis, vomiting, flatulence, periodontal abscess, gastritis, diabetes mellitus, anemia, ecchymosis, peripheral edema, arthritis, arthralgia, pathological fracture, dizziness, insomnia, hypertonia, paresthesia, depression, anxiety, vertigo and neuralgia, bronchitis, cough increased, dyspnea, pneumonia, and asthma, rash and pruritus.

Drug Interactions

Cyclosporine, warfarin, gemfibrozil, oral contraceptives and antacids.

In vitro and in vivo data indicate that rosuvastatin clearance is not dependent on metabolism by cytochrome P450 3A4 to a clinically significant extent.

Dosage and Administration

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia (Fredrickson Type IIa and IIb) – the dose range is 5 to 40 mg once daily.  The usual starting dose is 10 mg once daily.

Homozygous Familial Hypercholesterolemia – The recommended starting dose is 20 mg once daily with the maximum recommended daily dose of 40 mg.

Cyclosporine Patients – therapy should be limited to 5 mg once daily.

Gemfibrozil Patients – the dose should be limited to 10 mg once daily.

Severe Renal Insufficiency – starting dose is 5 mg once daily and not to exceed 10 mg once daily. 

Cost Comparison (at commonly used dosages)

	
	Crestor*
	Lipitor*
	Pravachol*
	Zocor*
	Lovastatin**

	5 mg
	$2.63
	
	
	$1.97
	

	10 mg
	$2.63
	$2.60
	$3.04
	$2.68
	$0.7487

	20 mg
	$2.63
	$3.83
	$3.09
	$4.59
	$1.2488

	40 mg
	$2.63
	$3.65
	$4.53
	$4.59
	$2.3738

	80 mg
	
	$3.65
	$4.53
	$4.59
	


* AWP

** Federal MAC

Conclusion

Comparison studies with similar drugs in the class indicate that Crestor lowered LDL-C more than Lipitor, Pravachol and Zocor.  It also has an attractive price for most strengths than those same drugs, however lovastatin and it’s MAC pricing is considerably less expensive.

Recommendation

The division recommends that Crestor be placed on Clinical Edit status.
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