[image: image1.jpg]


[image: image1.jpg]
2

Drug Monograph
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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 Nexavar contains 200 mg of Sorafenib.
Bayer Pharmaceuticals Corporation, West Haven, CT 06516 and Onyx Pharmaceuticals, inc., Emeryville, CA 94608

	
	

	Summary of Findings:
	Sorafenib is an orally active multi-kinase inhibitor that has demonstrated efficacy in the treatment of patients with advanced renal cell carcinoma. Sorafenib has been studied in more than 20 tumor types and is currently in Phase 3 clinical trials for the treatment of advanced hepatocellular carcinoma, and metastatic melanoma. A Phase 3 clinical trial in non-small cell lung cancer is also planned for 2006. 

	
	

	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 
 Appropriate Indications
	 FORMCHECKBOX 
 Non-Preferred Agent

 FORMCHECKBOX 
 PA Not 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
Renal Cell Carcinoma is the most common form of kidney cancer. Approximately 208,000 people worldwide are diagnosed with RCC each year including 37,000 Americans, and more than 102,000 people die from this disease annually.   

Dosage Form(s)1
Each tablet of Nexavar contains 200 mg of Sorafenib.
Manufacturer
Bayer Pharmaceuticals Corporation, West Haven, CT 06516 and Onyx Pharmaceuticals, inc., Emeryville, CA 94608
Indication(s)1
Nexavar is indicated for the treatment of patients with advanced renal cell carcinoma.
Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Sorafenib is a small-molecule anticancer compound that inhibits tumor cell proliferation and angiogenesis. It is a multi-kinase inhibitor that interacts with numerous intracellular (CRAF, BRAF, and mutant BRAF) and cell surface kinases (KIT, FLT-3, VEGFR-2, VEGFR-3, and PDGFR-beta). Several of these kinases are thought to be involved in angiogenesis.  
	
	NEXAVR

	Protein Binding
	99.5%

	Volume of Distribution (steady state)
	---

	Metabolism
	Oxidation in liver via CYP3A4 and glucuronidation mediated by UGT1A9.

	Excretion
	Feces (77%) and Urine (19%)

	Half-life
	25-48 hours


The approval of sorafenib was primarily based upon a Phase 3 controlled clinical trial involving 769 patients with advanced renal cell carcinoma who had received one prior systemic therapy. Results from this study showed that treatment with sorafenib nearly doubled the progression-free survival (PFS) compared to placebo (167 days vs. 84 days). In addition, a tumor response was exhibited in 2% of evaluable patients treated with sorafenib compared to 0% of placebo patients. Likewise, during a Phase 2 randomized discontinuation trial in patients with metastatic malignancies including RCC, the percentage of patients with RCC who were treated with sorafenib and remained progression-free at 24 weeks was significantly higher than in patients receiving placebo (50% vs. 18%). PFS was also significantly longer in the sorafenib group compared to the placebo group (163 days vs. 41 days). 

Clinical Studies

ADVANCED RENAL CELL CARCINOMA – PHASE III TRIAL
	Design
	International, multicenter, randomized, double-blind, placebo-controlled, Phase 3 controlled, clinical trial (N=769).

	Inclusion Criteria
	Patients with advanced RCC who had received one prior systemic therapy.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive treatment with oral sorafenib (400 mg) or placebo twice daily.

	Results
	The median PFS was 167 days for patients randomized to sorafenib compared to 84 days for patients randomized to placebo. The estimated hazard ratio (risk of progression with sorafenib compared to placebo) was 0.44 (95% CI: 0.35, 0.55) (p < 0.000001). Also, in 672 evaluable subjects, tumor response rates according to RECIST criteria were 2% in sorafenib treated patients and 0% in placebo patients.

	Safety
	Not specified


ADVANCED RENAL CELL CARCINOMA – PHASE II TRIAL
	Design
	Phase 2, randomized, discontinuation clinical trial (N=202, RCC patients).

	Inclusion Criteria
	Patients with metastatic malignancies, including RCC.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	All patients received sorafenib for the first 12 weeks and radiologic assessment was reported at week 12. Patients with <25% change in bi-dimensional tumor measurements from baseline were randomized to sorafenib or placebo for a further 12 weeks. Patients who were randomized to placebo were permitted to cross over to open-label sorafenib upon progression. Patients with tumor shrinkage >= 25% continued sorafenib, whereas patients with tumor growth >= 25% discontinued treatment. After the initial 12 weeks of sorafenib therapy, 79 RCC patients continued on open-label sorafenib, and 65 patients were randomized to sorafenib or placebo.

	Results
	After an additional 12 weeks, at week 24, for the 65 randomized patients, the progression-free rate was significantly higher in patients randomized to sorafenib (16/32, 50%) than in the plaebo group (6/22, 18%) (p=0.0077).  PFS was also significantly longer in the sorafenib group (163 days) than in the placebo group (41 days) (p=0.0001, HR=0.29).

	Safety
	Not specified


Contraindications1
· Hypersensitivity to sorafenib or any other product component.
Warnings and Precautions1
· May cause fetal harm when administered to a pregnant woman.  If used during pregnancy or if the patient becomes pregnant while taking sorafenib, the patient should be apprised of the potential hazard to the fetus. Women of childbearing potential should be advised to avoid becoming pregnant while on sorafenib and it should only be used during pregnancy if the potential benefits outweigh the risks.
Adverse Effects1
	
	NEXAVAR
	PLACEBO

	Most Common, >=10%
	
	

	Diarrhea
	43%
	13%

	Rash/desquamation
	40%
	16%

	Fatigue
	37%
	28%

	Hand-foot skin reaction
	30%
	7%

	Alopecia
	27%
	3%

	Nausea
	23%
	19%

	Pruritus
	19%
	6%

	Hypertension
	17%
	2%

	Anorexia
	16%
	13%

	Vomiting
	16%
	12%

	Constipation
	15%
	11%

	Hemorrhage-all sites
	15%
	8%

	Dyspnea
	14%
	12%

	Cough
	13%
	14%

	Neuropathy-sensory
	13%
	6%

	Pain, abdomen
	11%
	9%

	Dry Skin
	11%
	4%

	Pain, joint
	10%
	6%

	Pain, headache
	10%
	6%

	Weight loss
	10%
	6%


Drug Interactions1
· Doxorubicin
· Inducers of CYP3A4 (rifampin, St. John’s wort, phenytoin)
· Irinotecan

· Substrates of CYP2B6 and CYP2C8

· Substrates of UGT1A1 and UGT1A9

· Warfarin

Dosage and Administration1

INITIAL DOSE  400 mg (2 x 200 mg tablets) PO BID, without food (at least 1 hour before or 2 hours after eating).
NOTE:  Management of suspected adverse drug reactions may require temporary interruption and/or dose modification, eg skin toxicity.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	DOSE
	COST/TABLET

	
	
	
	

	Sorafenib
	Nexavar
	400 mg BID
	$36.10833


*The Wholesale Acquistion Cost (WAC) as published by First Data Bank.
Conclusion

Sorafenib is an orally active multi-kinase inhibitor that has demonstrated efficacy in the treatment of patients with advanced renal cell carcinoma. RCC is the most common form of kidney cancer. Approximately 208,000 people worldwide are diagnosed with RCC each year including 37,000 Americans, and more than 102,000 people die from this disease annually. Sorafenib has been studied in more than 20 tumor types and is currently in Phase 3 clinical trials for the treatment of advanced hepatocellular carcinoma, and metastatic melanoma. A Phase 3 clinical trial in non-small cell lung cancer is also planned for 2006. The manufacturer of sorafenib has developed a program, the Resources for Expert Assistance and Care Helpline (REACH), to answer questions about sorafenib treatment, reimbursement, and patient support.
Recommendation

The Division recommends Open Access status for this pharmaceutical.
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