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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 Lyrica 25 mg capsule contains 25 mg Pregabalin.  Each Lyrica 50 mg capsule contains 50 mg Pregabalin.  Each Lyrica 75 mg capsule contains 75 mg Pregabalin.  Each Lyrica 100 mg capsule contains 100 mg Pregabalin.  Each Lyrica 150 mg capsule contains 150 mg Pregabalin.  Each Lyrica 200 mg capsule contains 200 mg Pregabalin.  Each Lyrica 225 mg capsule contains 225 mg Pregabalin.  Each Lyrica 300 mg capsule contains 300 mg Pregabalin. 
Pfizer US Pharmaceutical Group, New York, NY 10017

	
	

	Summary of Findings:
	Pregabalin is a GABA analogue with structural similarity and actions similar to gabapentin.  It has demonstrated efficacy for the management of neuropathic pain associated with peripheral neuropathy, for the management of postherpetic neuralgia, and as adjunctive therapy for adults with partial onset seizures. Pregabalin has the potential advantage over gabapentin of linear 

pharmacokinetics, and may be a useful alternative to gabapentin for patients who don’t respond to gabapentin, but comparative clinical trials are not available. Pregabalin has been designated as a Schedule V controlled substance. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
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	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
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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, 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
It is estimated that 18 million Americans suffer from diabetes and nearly one-half of them will develop some form of diabetic neuropathy over the course of their disease, while about one in six will experience painful diabetic neuropathy.  Postherpetic neuralgia is a complication of shingles and each year about 150,000 Americans develop this condition, which is often characterized as constant stabbing, burning, or electric shock-like sensation. Partial onset seizures represent over half of all seizures in epilepsy, which affects nearly 3 million Americans.  Despite the availability of current treatment, many patients still experience uncontrolled seizures. 

Dosage Form(s)1
 Each Lyrica 25 mg capsule contains 25 mg Pregabalin.  Each Lyrica 50 mg capsule contains 50 mg Pregabalin.  Each Lyrica 75 mg capsule contains 75 mg Pregabalin.  Each Lyrica 100 mg capsule contains 100 mg Pregabalin.  Each Lyrica 150 mg capsule contains 150 mg Pregabalin.  Each Lyrica 200 mg capsule contains 200 mg Pregabalin.  Each Lyrica 225 mg capsule contains 225 mg Pregabalin.  Each Lyrica 300 mg capsule contains 300 mg Pregabalin. 
Manufacturer
Pfizer US Pharmaceutical Group, New York, NY 10017
Indication(s)1
Lyrica is indicated for management of neuropathic pain associated with diabetic peripheral neuropathy, management of postherpetic neuralgia and as adjunctive therapy for adult patients with partial onset seizures.

Clinical Efficacy1-18 (mechanism of action/pharmacology, comparative efficacy)
Pregabalin is a gamma-aminobutyric acid (GABA) analogue with structural similarity and actions similar to gabapentin.  Like gabapentin, pregabalin has antiepileptic, analgesic, and anxiolytic activity.  While its exact mechanism of action is unknown, pregabalin appears to exert its effects by binding to the alpha-2-delta subunit of voltage-sensitive calcium channels.  Binding at this site reduces calcium influx at nerve terminals and thereby reduces the release of several neurotransmitters including glutamate, noradrenaline, and substance P.  Pregabalin has not shown direct GABA-mimetic effects, and does not bind directly to GABA or benzodiazepine receptors. 

	
	LYRICA

	Protein Binding
	>=90%

	Volume of Distribution
	0.5 L/kg

	Metabolism
	Negligible

	Excretion
	Urine (>90% unchanged)

	Half-life
	6 hours


The efficacy of pregabalin for the management of neuropathic pain associated with diabetic peripheral neuropathy has been established in several controlled clinical trials.  In these studies, treatment with pregabalin resulted in significant improvements in the endpoint mean pain score and increased the proportion of patients with at least a 50% reduction in pain score from baseline compared to placebo.  Similar results have been demonstrated in several controlled clinical trials involving patients with postherpetic neuralgia.  The efficacy of pregabalin as adjunctive therapy in partial onset seizures was also established in three controlled clinical trials involving 1,052 patients.  Patients receiving adjunctive treatment with pregabalin in these studies experienced a reduction in the frequency of partial seizures by up to 51%. Comparative clinical trials between pregabalin and other agents used to treat these approved indications, including gabapentin, are not available.

Clinical Studies

Neuropathic Pain – Diabetic Peripheral Neuropathy – Study 1
	Design
	Two double-blind, placebo-controlled, multicenter clinical trials (N=483).

	Inclusion Criteria
	Patients with Type 1 or 2 diabetes with a diagnosis of painful distal symmetrical sensorimotor polyneuropathy for 1 to 5 years.  The patients had a minimum mean baseline pain score >= 4 on an 11-point numerical pain rating scale.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	In Study 1, patients were randomized to receive pregabalin (25, 100, or 200 mg) or placebo TID for 5 weeks.  In Study 2, patients were randomized to receive pregabalin 100 mg or placebo TID for 8 weeks.  Patients were also permitted up to 4 grams of acetaminophen per day as needed for pain.  Patients recorded their pain daily in a diary.

	Results
	In both studies, treatment with pregabalin (100 mg or 200 mg) TID resulted in a statistically significant improvement in the endpoint mean pain score and an increased proportion of patients with at least a 50% reduction in pain score from baseline compared to placebo.  There was no evidence of a greater effect on pain scores with the 200 mg dose compared to the 100 mg dose, but there was evidence of dose dependent adverse effects.

	Safety
	Not specified


Postherpetic Neuralgia – Study 2

	Design
	Three double-blind, placebo-controlled, multicenter clinical trials (N=779).

	Inclusion Criteria
	Patients with neuralgia persisting for at least 3 months following healing of herpes zoster rash and a minimum baseline score of >= 4 on an 11-point numerical pain rating score.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	In Study 1, patients were randomized to receive pregabalin (75, 150, or 300 mg) or placebo twice daily for 13 weeks, with doses assigned based on creatinine clearance.   In Study 2, patients were randomized to receive pregabalin (100 or 200 mg) or placebo TID for 8 weeks with doses assigned based on creatinine clearance.  In Study 3, patients were randomized to receive pregabalin (50 or 100 mg) or placebo TID for 8 weeks, with doses assigned regardless of creatinine clearance.  Patients were also permitted up to 4 grams of acetaminophen per day as needed for pain.  Patients recorded their pain daily in a diary.

	Results
	In all 3 studies, treatment with pregabalin resulted in a statistically significant improvement in the endpoint mean pain score and an increase in the proportion of patients with at least a 50% reduction in pain from baseline compared to placebo.  Some patients in each study experienced a decrease in pain as early as 1 week, which persisted throughout the study period.

	Safety
	Not specified


Partial Onset Seizures – Adjunctive Therapy – Study 3

	Design
	Three 12 week, randomized, double-blind, placebo-controlled, multicenter clinical trials (N=1,052).

	Inclusion Criteria
	Patients with partial onset seizures with or without secondary generalization who were not adequately controlled with 1 to 3 concomitant antiepileptic drugs.  Patients taking gabapentin were required to discontinue the drug 1 week prior to entering baseline.  During an 8-week baseline period, patients had to experience at least 6 partial onset seizures with no seizure-free period exceeding 4 weeks.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	In Study 1, patients were randomized to receive pregabalin (25, 75, 150, or 300 mg) or placebo BID.  In Study 2, patients were randomized to receive pregabalin (50, 200 mg) or placebo TID.  In Study 3, patients were randomized to receive pregabalin (300 mg BID or 200 mg TID) or placebo BID or TID.

	Results
	The median percent change from baseline in seizure frequency for patients receiving pregabalin ranged from –9% to –51% versus 0% for placebo in Study 1, -17% to –43% versus 1% for placebo in Study 2, and –36% to –48% versus –1% for placebo in Study 3.  In addition, the proportion of patients with a >= 50% reduction from baseline in partial seizure frequency was greater in patients receiving pregabalin compared to placebo in theses studies.  

	Safety
	Not specified


Contraindications1
· Hypersensitivity to any product components.
Warnings and Precautions1
· As with all antiepileptic drugs, pregabalin should be withdrawn gradually to minimize the potential of increased seizure frequency in patients with seizure disorders.  If pregabalin is discontinued, this should be done gradually over a minimum of 1 week. 

Adverse Effects1
Most Common Treatment-Related Adverse Events with Lyrica in All Controlled Studies

	
	LYRICA (mg/day)
	PLACEBO

	
	150

 (N=1164)
	300 (N=1224)
	600 (N=1802)
	ALL (N=5508)
	(N=2384)

	ADVERSE EVENT
	
	
	
	
	

	Dizziness
	14%
	29%
	35%
	29%
	9%

	Somnolence
	13%
	20%
	27%
	22%
	8%

	Dry mouth
	5%
	6%
	10%
	9%
	3%

	Peripheral edema
	4%
	6%
	5%
	4%
	1%

	Blurred vision
	3%
	5%
	8%
	6%
	2%

	Weight gain
	3%
	4%
	7%
	5%
	1%

	Thinking abnormal
	2%
	3%
	8%
	5%
	2%


Drug Interactions1
None noted.

Dosage and Administration1

USUAL DOSE:

	Neuropathic pain associated with diabetic peripheral neuropathy
	Dosing should begin at 50 mg TID and may be increased to 100 mg TID within 1 week based on efficacy and tolerability.

	Postherpetic neuralgia
	75 mg to 150 mg BID or 50 mg to 100 mg TID in patients with creatinine clearance of at least 60 mL/min.

	Epilepsy (Partial onset seizures in adults)
	150 mg to 600 mg/day divided in 2 or 3 doses daily as adjunctive therapy.


Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	DOSE
	MONTHLY COST**

	
	
	
	

	Pregabalin
	Lyrica
	50 mg capsules TID
	$178.20

	Gabapentin
	Generic
	300 mg capsules TID
	$119.66


*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.

**Monthly cost of treatment of epilepsy, partial seizure in adults
Conclusion

Pregabalin is a GABA analogue with structural similarity and actions similar to gabapentin.  It has demonstrated efficacy for the management of neuropathic pain associated with peripheral neuropathy, for the management of postherpetic neuralgia, and as adjunctive therapy for adults with partial onset seizures.  It is estimated that 18 million Americans suffer from diabetes and nearly one-half of them will develop some form of diabetic neuropathy over the course of their disease, while about one in six will experience painful diabetic neuropathy.  Postherpetic neuralgia is a complication of shingles and each year about 150,000 Americans develop this condition, which is often characterized as constant stabbing, burning, or electric shock-like sensation.  Pregabalin is the first FDA approved treatment for both of these neuropathic pain states.  Partial onset seizures represent over half of all seizures in epilepsy, which affects nearly 3 million Americans.  Despite the availability of current treatment, many patients still experience uncontrolled seizures.  Pregabalin has the potential advantage over gabapentin of linear pharmacokinetics, and may be a useful alternative to gabapentin for patients who don’t respond to gabapentin, but comparative clinical trials are not available. Pregabalin has been designated as a Schedule V controlled substance. Postmarketing commitment for pregabalin include an assessment of its ophthalmologic effects, study to determine its propensity to induce hepatic microsomal enzyme metabolism, and an assessment of its effect on nerve conduction velocity. 
Recommendation

The Division recommends a Clinical Edit for this pharmaceutical.
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