[image: image1.jpg]


[image: image1.jpg]
2

Drug Monograph

	Drug/Drug Class:
	Votrient (Pazopanib) Tablets / Antineoplastic 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 Votrient contains 200 mg of Pazopanib.
GlaxoSmithKline, Research Triangle Park, NC 27709

	
	

	Summary of Findings:
	Votrient is an oral tyrosine kinase inhibitor that has demonstrated efficacy in the treatment of patients with advanced Renal Cell Carcinoma (RCC).  Votrient provides a new oral treatment option for patients with advanced RCC, but comparative clinical trials with other agents to treat this disorder are not available. 

	
	

	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 
 No PA 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
RCC is the most common type of kidney cancer and accounts for approximately nine out of ten cases.  It is estimated that approximately 57,700 people will be diagnosed with kidney cancer and 13,000 people will die from kidney cancer in the United States in 2009.  
Dosage Form(s) 1
Each tablet of Votrient contains 200 mg of Pazopanib. 

Manufacturer
GlaxoSmithKline, Research Triangle Park, NC 27709
Indication(s) 1
Votrient tablets are indicated in the treatment of patients with advanced renal cell carcinoma.

Clinical Efficacy1-5 (mechanism of action/pharmacology, comparative efficacy)
Votrient is a second generation multitargeted tyrosine kinase inhibitor of vascular endothelial growth factor receptor (VEGFR)-1, 2, and 3, platelet-derived growth factor receptor (PDGFR)-alpha and beta, fibroblast growth factor receptor (FGFR)-1 and 3, cytokine receptor (Kit), interleukin-2 receptor inducible T-cell kinase (Itk), leukocyte-specific protein tyrosine kinase (Lck), and transmembrane glycoprotein receptor tyrosine kinase (c-Fms).  Preclinical evaluation of Votrient has revealed excellent antiangiogenic and antitumor activity. 
	
	VOTRIENT

	Protein binding
	· 99%

	Volume of distribution
	---

	Metabolism
	In liver via CYP3A4 with a minor contribution from CYP1A2 and CYP2C8.

	Excretion
	Feces    Urine (< 4%)

	Half-life
	30.9 hours


The approval of Votrient was primarily based upon a randomized, double-blind, placebo-controlled clinical trial involving 435 patients with locally advanced and/or metastatic RCC who had received either no prior therapy or one prior cytokine-based systemic therapy.  Results from this study showed that patients receiving Votrient had a median progression-free survival (PFS) of 9.2 months compared to 4.2 months in the placebo group.  The response rate in these same groups was 30% and 3%, respectively.  Comparative clinical trials between Votrient and other tyrosine kinase inhibitors are not available. 
Clinical Studies

RENAL CELL CARCINOMA
	Design
	Multicenter, randomized, double-blind, placebo-controlled, clinical trial (n=435)

	Inclusion Criteria
	Patients with locally advanced and/or metastatic RCC who had received either no prior therapy or one prior cytokine-based systemic therapy.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized (2:1) to receive Votrient 800 mg PO once daily or placebo once daily.

	Results
	      The median PFS was 9.2 months in patients receiving Votrient compared to 4.2 months in the placebo group (HR=0.46; 95% Cl: 0.34 to 0.62; p<0.001).  The median PFS in treatment-naïve patients was 11.1 months versus 2.8 months in these same treatment groups, respectively (HR=0.40; 95% Cl: 0.27 to 0.60).  The median PFS in cytokine pretreated patients was 7.4 months versus 4.2 months (HR=0.54; 95% Cl: 0.35 to 0.84), in these same treatment groups, respectively.  The response rate (complete plus partial) was 30% in patients receiving Votrient (95% Cl: 25.1 to 35.6) compared to 3% (95% Cl: 0.5 to 6.4) in the placebo group.  The median duration of response was 58.7 weeks in patients receiving Votrient (95% Cl: 52.1 to 68.1).

	Safety
	The most common adverse reactions were diarrhea, hypertension, hair color changes (depigmentation), nausea, anorexia and vomiting.


Contraindications1
· None
Warnings and Precautions1
· Increases in serum transaminase levels and bilirubin were observed.  Severe and fatal hepatotoxicity has occurred.  Measure liver chemistries before the initiation of treatment and regularly during treatment.
· Prolonged QT intervals and Torsades de pointes have been observed.  Use with caution in patients at higher risk of developing QT interval prolongation.  Monitoring electrocardiograms and electrolytes should be considered.

· Fatal hemorrhagic events have been reported.  Votrient has not been studied in patients who have a history of hemoptysis, cerebral or clinically significant gastrointestinal hemorrhage in the past 6 months and should not be used in those patients.

· Arterial thrombotic events have been observed and can be fatal.  Use with caution in patients who are at increased risk for these events.

· Gastrointestinal perforation or fistula has occurred.  Fatal perforation events have occurred.  Use with caution in patients at risk for gastrointestinal perforation or fistula.

· Hypertension has been observed.  Blood pressure should be well-controlled prior to initiating Votrient.  Monitor for hypertension and treat as needed.

· Temporary interruption of therapy with Votrient is recommended in patients undergoing surgical procedures.

· Hypothyroidism may occur.  Monitoring of thyroid function tests is recommended.

· Proteinuria: Monitor urine protein.  Discontinue for Grade 4 proteinuria.

· Votrient can cause fetal harm when administered to a pregnant woman.  Women of childbearing potential should be advised of the potential hazard to the fetus and to avoid becoming pregnant while taking Votrient.
Adverse Effects1
	Most common, >=10%
	Votrient All Grades
	Placebo All Grades

	Diarrhea
	52%
	9%

	Hypertension
	40%
	10%

	Hair color changes
	38%
	3%

	Nausea
	26%
	9%

	Anorexia
	22%
	10%

	Vomiting
	21%
	8%

	Fatigue
	19%
	8%

	Asthenia
	14%
	8%

	Abdominal pain
	11%
	1%

	Headache
	10%
	5%


Drug Interactions1
· CYP3A4 inducers: Carbamzepine, Rifampin
· CYP3A4 inhibitors: Atazanavir, Clarithromycin, Indinavir, Itraconazole, Ketoconazole, Nefazodone, Ritonavir, Saquinavir, Telithromycin

· CYP2C8 substrates with narrow therapeutic range: Paclitaxel

· CYP2D6 substrates with narrow therapeutic range: Dextromethorphan

· CYP3A4 substrates with narrow therapeutic range: Alfentanil, Cyclosporine, Ergotamine, Fentanyl, Midazolam, Pimozide, Quinidine, Sirolimus, Tacrolimus
Dosage and Administration1

USUAL DOSE  Give 800 mg orally once daily without food, at least 1 hour before or 2 hours after a meal.

Moderate hepatic impairment: 200 mg orally once daily.  Not recommended in patients with severe hepatic impairment.

Coadministration with strong CYP3A4 inhibitor: Reduce the dose to 400 mg orally once daily.  Further dose reductions may be needed if adverse effects occur during therapy.  Avoid concomitant use with strong CYP3A4 inducers.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Pazopanib
	Votrient
	200 mg tablets
	4 tablets daily
	$ 5391.90

	Everolimus
	Afinitor
	5 mg tablets
	1 tablet daily
	$  5868.81

	Everolimus
	Afinitor
	10 mg tablets
	1 tablet daily
	$  6187.51

	Sorafenib
	Nexavar
	200 mg tablets
	2 tablets BID
	$  6660.94

	Sunitinib
	Sutent
	12.5 mg capsules
	1 capsule daily
	$  2251.51

	Sunitinib
	Sutent
	25 mg capsules
	1 capsule daily
	$  4503.02

	Sunitinib
	Sutent
	50 mg capsules
	1 capsule daily
	$  8016.05


*Wholesale Acquisition Cost (WAC)
Conclusion

Votrient is an oral tyrosine kinase inhibitor that has demonstrated efficacy in the treatment of patients with advanced Renal Cell Carcinoma (RCC).  Votrient provides a new oral treatment option for patients with advanced RCC, but comparative clinical trials with other agents to treat this disorder are not available. 
Recommendation

MO Healthnet Division recommends Open Access status for this product.
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