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Drug Monograph

	Drug/Drug Class:
	Caprelsa (Vandetanib) Tablet / Antineoplastic Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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 FORMCHECKBOX 
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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 100 mg tablet of Caprelsa contains 100 mg Vandetanib and each 300 mg tablet of Caprelsa contains 300 mg Vandetanib.
Distributed by AstraZeneca Pharmaceuticals, LP, Wilmington, DE 19850

	
	

	Summary of Findings:
	Caprelsa is a kinase inhibitor that has demonstrated efficacy for the treatment of symptomatic or progressive medullary thyroid cancer in patients with unresectable locally advanced or metastatic disease.  Clinical trials indicate that patients receiving Caprelsa showed a statistically significant improvement in progression-free survival (PFS) when compared with those receiving placebo.  Caprelsa is the only approved drug specifically for use in patients with advanced medullary thyroid cancer.  It was granted an orphan drug designation from the FDA.  Only prescribers and pharmacies who are certified through the Caprelsa REMS program will be able to prescribe and dispense the drug.  

	
	

	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
According to statistics from the National Cancer Institute, about 44,600 new thyroid cancer cases were diagnosed in the United States during 2010 and 1690 people died from the disease. Medullary thyroid cancer represents approximately 3% to 5% of all thyroid cancers, and the estimated incidence in the United States for 2010 is about 1300 to 2200 patients, making it one of the rarer forms of thyroid cancer.
Dosage Form(s)1 
Each 100 mg tablet of Caprelsa contains 100 mg Vandetanib and each 300 mg tablet of Caprelsa contains 300 mg Vandetanib
Manufacturer1
Distributed by AstraZeneca Pharmaceuticals, LP, Wilmington, DE 19850
Indication(s)1 
Caprelsa is indicated for the treatment of symptomatic or progressive medullary thyroid cancer in patients with unresectable locally advanced or metastatic disease. Use of Caprelsa in patients with indolent, asymptomatic or slowly progressing disease should be carefully considered because of the treatment related risks of Caprelsa.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-7
Caprelsa is a multitargeted kinase inhibitor. In vitro studies have shown that Caprelsa inhibits the activity of tyrosine kinases, including members of the epidermal growth factor receptor (EGFR) family, vascular endothelial cell growth factor (VEGF) receptors, rearranged during transfection (RET), protein tyrosine kinase 6 (BRK), TIE2, members of the EPH receptors kinase family, and members of the Src family of tyrosine kinases. In models of angiogenesis, Caprelsa inhibits endothelial cell migration, proliferation, survival, and new blood vessel formation. It inhibits EGFR-dependent cell survival in vitro. In addition, Caprelsa inhibits epidermal growth factor (EGF)-stimulated receptor tyrosine kinase phosphorylation in tumor cells and endothelial cells, and VEGF-stimulated tyrosine kinase phosphorylation in endothelial cells.

	
	CAPRELSA

	Protein binding
	90% to 96%

	Volume of distribution (mean)
	7450 L

	Metabolism
	Hepatic to N-oxide and N-desmethyl metabolites via CYP3A4 and flavin-containing mono-oxygenase enzymes, FMO1 and FMO3.

	Excretion
	Feces (44%)

Urine (25%)

	Half-life (median)
	19 days


Clinical Studies

MEDULLARY THYROID CANCER
	STUDY DESIGN
	International, randomized, double-blind, placebo-controlled clinical trial (n=331).

	INCLUSION CRITERIA
	Patients with unresectable locally advanced or metastatic medullary thyroid cancer.

	EXCLUSION CRITERIA
	Not specified.

	TREATMENT REGIMEN
	Patients were randomized to treatment with Caprelsa 300 mg once daily (n=231) or placebo (n=100). The primary objective was demonstration of improvement in progression-free survival (PFS) with Caprelsa. Additional endpoints included the evaluation of overall survival and the overall objective response rate (ORR). Centralized, independent, and blinded review of the imaging data was used in the assessment of PFS and ORR. Upon objective disease progression based on investigator assessment, patients were discontinued from blinded study treatment and given the option to receive open-label Caprelsa. Nineteen percent (44/231) of the Caprelsa patients and 58% (58/100) of the placebo patients opted to receive open-label Caprelsa after disease progression.

	RESULTS
	The median PFS was at least 22.6 months in the Caprelsa arm and 16.4 months in the placebo arm. The results of the PFS analysis, based on the central review RECIST assessment, showed a statistically significant improvement in PFS for patients randomized to Caprelsa (hazard ratio (HR), 0.35; 95% confidence interval (CI), 0.24 to 0.53; p < 0.0001). In subgroup analyses, similar PFS results were demonstrated for patients who were symptomatic (HR, 0.31; 95% CI, 0.19 to 0.53) or for patients who had progressed within 6 months prior to enrollment (HR, 0.41; 95% CI, 0.25 to 0.66). At the time of the primary analysis of PFS, 15% of the patients had died and there was no significant difference in overall survival between the two treatment groups. The overall objective response rate (all partial responses) was 44% for Caprelsa patients and 1% for placebo patients.

	SAFETY
	The most common adverse drug reactions were diarrhea, rash, acne, nausea, hypertension, headache, fatigue, decreased appetite, and abdominal pain.


Contraindications1
· Do not use in patients with congenital long QT syndrome.

Warnings and Precautions1
· Prolonged QT interval, torsade de pointes, and sudden death have been reported; monitor ECG, potassium, calcium, magnesium, and TSH at baseline and periodically during therapy, especially with dose adjustments; reduce dose as appropriate.

· Stevens-Johnson syndrome resulting in death has been observed; consider discontinuation with severe skin reactions.

· Interstitial lung disease resulting in death has been reported; interrupt therapy for unexplained dyspnea, cough, and fever; treat appropriately.

· Ischemic cerebrovascular events, hemorrhage, heart failure, diarrhea, hypothyroidism, hypertension, and reversible posterior leukoencephalopathy syndrome have been observed.

· Caprelsa can cause fetal harm when administered to a pregnant woman; pregnancy should be avoided during therapy and for four months following therapy.

Adverse Effects1
	Most common,

≥ 10%
	Caprelsa
(n = 231)
	Placebo

(n = 99)

	
	All Grades
	Grades 3-4
	All Grades
	Grades 3-4

	Diarrhea/colitis
	57%
	11%
	27%
	2%

	Rash
	53%
	5%
	12%
	-

	Dermatitis acneiform/acne
	35%
	1%
	7%
	-

	Nausea
	33%
	1%
	16%
	-

	Hypertension/hypertensive crisis/ accelerated hypertension
	33%
	9%
	5%
	1%

	Headache
	26%
	1%
	9%
	-

	Fatigue
	24%
	6%
	23%
	1%

	Decreased appetite
	21%
	4%
	12%
	-

	Abdominal pain
	21%
	3%
	11%
	-

	Dry skin
	15%
	-
	5%
	-

	Vomiting
	15%
	1%
	7%
	-

	Asthenia
	15%
	3%
	11%
	1%

	ECG, QT prolonged
	14%
	8%
	1%
	1%

	Photosensitivity reaction
	13%
	2%
	-
	-

	Insomnia
	13%
	-
	10%
	-

	Nasopharyngitis
	11%
	-
	9%
	-

	Dyspepsia
	11%
	-
	4%
	-

	Hypocalcemia
	11%
	2%
	3%
	-

	Cough
	11%
	-
	10%
	-

	Pruritus
	11%
	1%
	4%
	-

	Weight decreased
	10%
	1%
	9%
	-

	Proteinuria
	10%
	-
	2%
	-

	Depression
	10%
	2%
	3%
	-


Drug Interactions1
· Drugs causing QT prolongation

· Strong CYP3A4 inducers (St. John's wort)

Dosage and Administration1
NOTE: Due to serious cardiovascular effects, Caprelsa is available only through a restricted distribution program called the Caprelsa REMS Program.  Only prescribers and pharmacies certified with the program are able to prescribe and dispense Caprelsa.
USUAL DOSE Adults ≥ 18 years of age: 300 mg orally once daily.  The dose is 200 mg once daily for patients with moderate-to-severe renal impairment.
Costs (at commonly used dosages)

COST (MAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / TABLET

	Vandetanib tablet
	Caprelsa
	100 mg tablet
	300 mg orally once daily
	$177.38

	Vandetanib tablet
	Caprelsa
	300 mg tablet
	
	$354.75


*Maximum Acquisition Cost (MAC)
Conclusion

Caprelsa is a kinase inhibitor that has demonstrated efficacy for the treatment of symptomatic or progressive medullary thyroid cancer in patients with unresectable locally advanced or metastatic disease.  Caprelsa is the only approved drug specifically for use in patients with advanced medullary thyroid cancer. It was granted an orphan drug designation from the US Food and Drug Administration (FDA). The FDA requested a Risk Evaluation and Mitigation Strategy (REMS) that includes restricted distribution due to the risks for QT prolongation, torsade de pointes, and sudden death. Only prescribers and pharmacies who are certified through the Caprelsa REMS program will be able to prescribe and dispense the drug.
Recommendation

MO HealthNet Division recommends Open Access status for this product
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