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Drug Monograph

	Drug/Drug Class:
	Prialt (Ziconotide) vial / Analgesic

	
	

	Prepared for:
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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 20 mL vial of Prialt 25 mcg contains 25 mcg/mL of Ziconotide.  Each 1 mL or 5 mL vial of Prialt 100 mcg contains 100 mcg/ml of Ziconotide.
Elan Pharmaceuticals, San Diego, CA 92121

	
	

	Summary of Findings:
	Intrathecal (IT) ziconotide is a neuron-specific calcium channel blocker that has demonstrated efficacy for the management of severe chronic pain in patients who are intolerant of or refractory to other treatments. It provides an alternative non-narcotic treatment option for patients suffering from severe chronic pain who require intrathecal therapy that cannot be relieved by morphine or other drugs. Drug usage guidelines should be developed for IT ziconotide to promote its appropriate use and administration.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product


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
Prialt is an innovative new treatment and an important therapeutic advance for patients who suffer from severe chronic pain.  The first new intrathecal analgesic approved in more than two decades, Prialt offers an important new option for physicians and patients, based on one of the largest and most comprehensive intrathecal analgesic safety databases available.
Dosage Form(s)1
Each 20 mL vial of Prialt 25 mcg contains 25 mcg/mL of Ziconotide.  Each 1 mL or 5 mL vial of Prialt 100 mcg contains 100 mcg/ml of Ziconotide.
Manufacturer
Elan Pharmaceuticals, San Diego, CA 92121
Indication(s)1
Prialt is indicated for use in the management of severe chronic pain in patients for whom intrathecal (IT) therapy is warranted, and who are intolerant of or refractory to other treatment, such as systemic analgesics, adjunctive therapies, or IT morphine.
Clinical Efficacy1-9 (mechanism of action/pharmacology, comparative efficacy)
Ziconotide is the synthetic equivalent of the naturally occurring conopeptide found in the venom of the piscivorous marine snail, Conus magus. It is a neuron-specific calcium channel blocker (non-opioid analgesic) that binds to N-type calcium channels located on the primary nociceptive afferent nerves in the superficial layers of the dorsal horn in the spinal cord. This binding leads to a blockade of excitatory neurotransmitter release in the primary afferent nerve terminals and antinociception.  
	
	Ziconotide

	Protein Binding
	50%

	Volume of Distribution (CSF)
	140 mL

	Metabolism
	Proteolytic cleavage by various ubiquitous peptidases/proteases to peptide fragments and their individual constituent free amino acids following passage from CSF into general circulation.

	Excretion
	Urine (<1%%)

	Half-life
	4.6 hours after intrathecal administration.


The approval of ziconotide was based upon the results from three double-blind, placebo-controlled clinical trials involving 457 patients with severe chronic pain refractory to other treatments. Study results showed that the intrathecal administration of ziconotide significantly reduced pain in these patients compared to placebo, as assessed by the Visual Analog Scale of Pain Intensity (VASPI).
Clinical Studies

Severe Chronic Pain – Study 11
	Design
	Multicenter, randomized, double-blind, placebo-controlled clinical trial (N=220).

	Inclusion Criteria
	Patients with severe chronic pain that was refractory to treatment regimens that included IT morphine, IT bupivacaine, and/or IT clonidine in addition to their systemic analgesics and adjunctive therapy.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	All IT medications were discontinued over a one to three-week period, and patients were maintained on a stable regimen of non-IT analgesics including opiates, for at least 7 days prior to randomization. Patients were randomized to receive IT placebo or ziconotide 2.4 mcg/day (0.1 mcg/hr), and the dose could be increased by 2.4 mcg/day two to three times per week (minimum titration interval 24 hours) to a maximum dose of 19.2 mcg/day (0.8 mcg/hr). The final mean dose at the end of the trial at 21 days was 6.9 mcg/day (0.29 mcg/hr).

	Results
	Compared to placebo, patients receiving ziconotide showed a significant difference in the mean percent change in VASPI score from baseline at week 3, 12% mean improvement for ziconotide and 5% with placebo (P = 0.04; 95% CI: 0.4%, 13%). The improvement in the proportion of responders, defined as having a >=30% improvement from baseline in VASPI, was 16% in the ziconotide group, compared to 12% in the placebo group. In addition, the use of non-IT opioids decreased by 24% with ziconotide, compared to 17% with placebo.

	Safety
	Not specified.


Contraindications1
· Hypersensitivity to ziconotide or any product component.
· Concomitant treatment or medical condition that would render IT administration hazardous.
· Pre-existing history of psychosis
· Infection at the microinfusion injection site.
· Uncontrolled bleeding diathesis.
· Spinal canal obstruction that impairs circulation of CSF.
Warnings and Precautions1
· Severe psychiatric symptoms and neurological impairment may occur during treatment. Patients should be frequently monitored for evidence of cognitive impairment, hallucinations, or changes in mood or consciousness.
· Patients should use caution when engaging in hazardous activity requiring complete mental alertness or motor coordination such as operating machinery or driving a motor vehicle.
· Patients should be cautioned about potential additive effects when used with other CNS-depressant drugs.
· Ziconotide is not an opiate and cannot prevent or relieve the symptoms associated with opiate withdrawal. For patients being withdrawn from IT opiates, the IT opiate infusion should be gradually tapered over a few weeks and replaced with a pharmacologically equivalent dose of oral opiates.
Adverse Effects1
	
	Ziconotide
	Placebo

	Most Common, 15-47%
	
	

	Dizziness
	47%
	13%

	Nausea
	41%
	31%

	Asthenia
	22%
	12%

	Somnolence
	22%
	15%

	Diarrhea
	19%
	17%

	Confusion
	15%
	5%

	Ataxia
	16%
	2%

	Headache
	15%
	12%

	Vomiting
	15%
	13%

	Abnormal Gait
	15%
	2%

	Less Common, 7-12%
	
	

	Memory Impairment
	12%
	1%

	Pain
	11%
	7%

	Hypertonia
	11%
	5%

	Anorexia
	10%
	5%

	Abnormal Vision
	10%
	4%

	Urinary retention
	9%
	0%

	Anxiety
	9%
	5%

	Speech Disorder
	9%
	2%

	Aphasia
	8%
	1%

	Nystagmus
	8%
	0%

	Fever
	7%
	3%

	Dysesthesia
	7%
	2%

	Hallucinations
	7%
	0%

	Nervousness
	7%
	4%

	Paresthesia
	7%
	3%

	Vertigo
	7%
	0%


Drug Interactions1
· CNS depressants may cause additive effects

Dosage and Administration1

USUAL DOSE: Prialt intrathecal  therapy should be initiated at no more than 2.4 mcg/day (0.1 mcg/hr) and titrated to patient response. Doses may be titrated upward by up to 2.4 mcg/day (0.1 mcg/hr) at intervals of no more than 2-3 times per week, up to a recommended maximum of 19.2 mcg/day (0.8 mcg/hr) by day 21. Dose increases in increments of less than 2.4 mcg/day (0.1 mcg/hr) and increases in dose less frequently than 2-3 times per week may be used.

NOTE: Prialt is intended for intrathecal delivery using a programmable implanted variable-rate microinfusion device or an external microinfusion device and catheter.

Costs (at commonly used dosages)

COST (AWP)*

	BRAND NAME
	STRENGTH
	PACKAGE SIZE
	COST

	
	
	
	

	Prialt


	25 mcg/mL
	20 mL vial
	$3650.00

	Prialt
	100 mcg/mL
	1 mL vial
	$730.00

	Prialt
	100 mcg/mL
	5 mL vial
	$3650.00


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

IT ziconotide is a neuron-specific calcium channel blocker that has demonstrated efficacy for the management of severe chronic pain in patients who are intolerant of or refractory to other treatments. It provides an alternative non-narcotic treatment option for patients suffering from severe chronic pain who require intrathecal therapy that cannot be relieved by morphine or other drugs. Drug usage guidelines should be developed for IT ziconotide to promote its appropriate use and administration.

Recommendation

The Division recommends continuing this medication on prior authorization status.
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