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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 Savella 12.5 mg tablet contains 12.5 mg of Milnacipran, each Savella 25 mg tablet contains 25 mg of Milnacipran, each Savella 50 mg tablet contains 50 mg of Milnacipran, each Savella 100 mg tablet contains 100 mg of Milnacipran and each Savella Titration Pack contains 5 tablets of the 12.5 mg strength, 8 tablets of the 25 mg strength and 42 tablets of the 50 mg strength. 
Forest Laboratories, Inc., New York, NY 10022

	
	

	Summary of Findings:
	Savella is a serotonin-norepinephrine reuptake inhibitor (SNRI) that has demonstrated efficacy in the treatment of fibromyalgia.  Savella offers a new treatment option for this disorder, but clinical comparisons with other agents used for fibromyalgia are not available.  Milnacipran has been marketed in Europe and Japan for many years as an antidepressant. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
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 Open Access
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 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 Fibromyalgia Edit Forthcoming


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
Fibromyalgia is a chronic and debilitating condition characterized by widespread pain and decreased physical functioning.  According to the American College of Rheumatology, fibromyalgia is estimated to affect over 6 million Americans.  It is most often diagnosed in the primary care setting, and is the second most commonly diagnosed condition in rheumatology clinics in the United States after osteoarthritis.  Despite the high prevalence and severity of this condition, there are limited treatment options specifically approved for fibromyalgia in the United States.  
Dosage Form(s) 1
Each Savella 12.5 mg tablet contains 12.5 mg of Milnacipran, each Savella 25 mg tablet contains 25 mg of Milnacipran, each Savella 50 mg tablet contains 50 mg of Milnacipran, each Savella 100 mg tablet contains 100 mg of Milnacipran and each Savella Titration Pack contains 5 tablets of the 12.5 mg strength, 8 tablets of the 25 mg strength and 42 tablets of the 50 mg strength.
Manufacturer
Forest Laboratories, Inc., New York, NY 10022
Indication(s) 1
Savella is indicated in the treatment and management of fibromyalgia.
Clinical Efficacy1-9 (mechanism of action/pharmacology, comparative efficacy)
Savella is a dual-reuptake inhibitor that preferentially blocks the reuptake of norepinephrine with greater potency than serotonin, two neurotransmitters thought to play a central role in the symptoms of fibromyalgia.  Preclinical studies have shown that Savella is a potent inhibitor of neuronal norepinephrine and serotonin reuptake; Savella inhibits norepinephrine uptake with approximately 3-fold higher potency in vitro than serotonin without directly affecting the uptake of dopamine or other neurotransmitters.  Savella has no significant affinity for serotonergic (5-HT1-7), alpha and beta-adrenergic, muscarinic (M1-5), histamine (H1-4), dopamine (D1-5), opiate, benzodiazepine, and gamma-aminobutyric acid (GABA) receptors in vitro. 
	
	SAVELLA

	Absolute bioavailability
	85-90%

	Protein binding
	13%

	Volume of distribution
	400 L

	Metabolism
	N-dealkylation and glucuronidation in liver to inactive metabolites.

	Excretion
	Feces (<5%),      Urine (90%)

	Half-life (terminal)
	6-8 hours


The approval of Savella was primarily based upon two double-blind, placebo-controlled clinical trials of 3 and 6-months duration involving 2,084 patients with fibromyalgia.  Results from these studies showed that a larger proportion of patients treated with Savella than with placebo experienced at least a 30% reduction in pain from baseline and also rated themselves as much improved or very much improved based on the Patient Global Impression of Change (PGIC) scale.  In addition, a larger proportion of patients treated with Savella compared to placebo met the criteria for a treatment response, as measured by concurrent improvements in pain, physical function, and patient global assessment.  In both studies, some patients who rated themselves as globally "much" or "very much" improved experienced a decrease in pain as early as Week 1 of treatment with a stable dose of Savella that persisted throughout these studies.  Clinical comparisons between Savella and other agents used to treat fibromyalgia are not available. 
Clinical Studies

FIBROMYALGIA 6 MONTH TRIAL
	Design
	Multicenter, randomized, double-blind, placebo-controlled, 6 month clinical trial (n=888).

	Inclusion Criteria
	Adult patients with fibromyalgia (a history of widespread pain for 3 months and pain present at 11 or more of the 18 specific tender point sites); minimum mean baseline pain score >= 50 mm on a 100 mm visual analog score (VAS) ranging from 0 (“no pain”) to 100 (“worst possible pain”)

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to treatment with Savella (100 mg/day or 200 mg/day) or placebo for 27 weeks.

	Results
	More patients in the milnacipran treatment arms experienced at least a 30% reduction in pain from baseline (VAS) and considered themselves globally improved (PGIC) than did patients in the placebo arm.  Treatment with milnacipran 200 mg/day did not confer greater benefit than treatment with milnacipran 100 mg/day.

	Safety
	Nausea and headache were the most common adverse events.


FIBROMYALGIA 3 MONTH TRIAL

	Design
	Multicenter, randomized, double-blind, placebo-controlled, 3 month clinical trial (n=1,196).

	Inclusion Criteria
	Adult patients (age 18-70 years) with fibromyalgia and a minimum mean baseline pain score of >= 40 mm on a 100 mm VAS ranging from 0 ("no pain") to 100 ("worse possible pain").

	Exclusion Criteria
	Severe psychiatric illness; a current major depressive episode; significant suicide risk; abuse of alcohol, benzodiazepines, or other drugs; a history of behavior that would prohibit compliance for the duration of the study; active cardiovascular, pulmonary, hepatic, renal, gastrointestinal, or autoimmune disease; current systemic infection; active cancer; unstable endocrine disease; severe sleep apnea; prostate enlargement or other genitourinary disorder (males); or pregnancy or breastfeeding (females).

	Treatment Regimen
	Patients were randomized to treatment with Savella (100 mg/day or 200 mg/day) or placebo for 15 weeks.

	Results
	More patients in the milnacipran treatment arms experienced at least a 30% reduction in pain from baseline (VAS) and considered themselves globally improved (PGIC) than did patients in the placebo arm.  Treatment with milnacipran 200 mg/day did not confer greater benefit than treatment with milnacipran 100 mg/day.

	Safety
	Nausea, headache and constipation were the most common adverse events.


Contraindications1
· Use of monoamine oxidase inhibitors concomitantly or in close temporal proximity.
· Use in patients with uncontrolled narrow-angle glaucoma.
Warnings and Precautions1
· Suicidality: Monitor for worsening of depressive symptoms and suicide risk.
· Serotonin Syndrome: Serotonin syndrome has been reported with SNRIs and SSRIs.  Concomitant use of serotonergic drugs is not recommended.

· Elevated blood pressure and heart rate: Cases have been reported with Savella.  Monitor blood pressure and heart rate prio to initiating treatment with Savella and periodically throughout treatment.

· Seizures: Cases have been reported with Savella therapy.  Prescribe Savella with care in patients with a history of seizure disorder.

· Hepatotoxicity: More patients treated with Savella than with placebo experienced mild elevations of ALT and AST.  Rarely, fulminant hepatitis has been reported in patients treated with Savella.  Avoid concomitant use of Savella in patients with substantial alcohol use or chronic liver disease.

· Discontinuation: Withdrawal symptoms have been reported in patients when discontinuing treatment with Savella.  A gradual dose reduction is recommended.

· Abnormal bleeding: Savella may increase the risk of bleeding events.  Caution patients about the risk of bleeding associated with the concomitant use of Savella and NSAIDs, aspirin or other drugs that affect coagulation.

· Male patients with a history of obstructive uropathies may experience higher rates of genitourinary advers events.

· Hyponatremia:  Hyponatremia may occur as a result of treatment with SSRIs and SNRIs including Savella.  In many cases, this hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hormone secretion (SIADH)

· Activation of mania: No activation of mania or hypomania was reported in the clinical trials evaluating effects of Savella in patients with fibromyalgia.  However, those clinical trials excluded patients with current major depressive episodes.  Activation of mania and hypomania have been reported in patients with mood disorders who were treated with other similar drugs for major depressive disorder.

· Controlled narrow-angle glaucoma:  Mydriasis has been reported in association with SNRIs and Savella; therefore, Savella should be used cautiously in patients with controlled narrow-angle glaucoma.  To not use Savella in patients with uncontrolled narrow-angle glaucoma.
· Concomitant use with alcohol: In clinical trials, more patients treated with Savella developed elevated transaminases than did placebo patients.  Because it is possible that Savella may aggravate pre-existing liver disease, Savella should not be prescribed to patients with substantial alcohol use or evidence of chronic liver disease.

· Allergy to FD&C yellow No. 5: This product contains FD&C yellow No.5 (tartrazine) which may cause allergic-type reactions (including bronchial asthma) in susceptible persons.
Adverse Effects1
	Most common, >=2%
	Savella
	Placebo

	Nausea
	37%
	20%

	Headache
	18%
	14%

	Constipation
	16%
	4%

	Insomnia
	12%
	10%

	Hot flush
	12%
	2%

	Dizziness
	10%
	6%

	Hyperhidrosis
	9%
	2%

	Palpitations
	7%
	2%

	Vomiting
	7%
	2%

	Upper respiratory infection
	6%
	6%

	Heart rate increased
	6%
	1%

	Dry mouth
	5%
	2%

	Migraine
	5%
	3%

	Hypertension
	5%
	2%

	Anxiety
	4%
	4%

	Abdominal pain
	3%
	2%

	Blood pressure increased
	3%
	1%

	Rash
	3%
	2%

	Flushing
	3%
	1%

	Tachydardia
	2%
	1%

	Vision blurred
	2%
	1%

	Chest pain
	2%
	2%

	Chills
	2%
	0%

	Decreased appetite
	2%
	0%

	Tremor
	2%
	1%

	Dyspnea
	2%
	1%

	Pruritus
	2%
	2%

	Paresthesia
	2%
	2%


Drug Interactions1
· Clomipramine
· Clonidine

· CNS-active drugs

· Digoxin

· Epinephrine

· Lithium

· MAOIs

· Norepinephrine

· Serotonergic drugs
Dosage and Administration1

USUAL DOSE  Titrate dose over a one-week period:

· Day 1: 12.5 mg as a single dose
· Days 2 and 3: 25 mg/day, given as 12.5 mg BID

· Days 4 through 7: 50 mg/day, given as 25 mg BID

· After Day 7: 100 mg/day, given as 50 mg BID

Note:  Based on individual patient response, the dose may be increased to 200 mg/day (given as 100 mg BID).  Dosage should be tapered and not abruptly discontinued after extended use.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / TABLET

	Milnacipran
	Savella
	12.5 mg tablets
	1 tablet BID
	$ 1.69

	Milnacipran
	Savella
	25 mg tablets
	1 tablet BID
	$ 1.69

	Milnacipran
	Savella
	50 mg tablets
	1 tablet BID
	$ 1.69

	Milnacipran
	Savella
	100 mg tablets
	1 tablet BID
	$ 1.69

	Milnacipran
	Savella
	Titration Pack
	As directed
	$ 1.69


*Wholesale Acquisition Cost (WAC)
Conclusion

Savella is a serotonin-norepinephrine reuptake inhibitor (SNRI) that has demonstrated efficacy in the treatment of fibromyalgia.  Savella offers a new treatment option for this disorder, but clinical comparisons with other agents used for fibromyalgia are not available.  Milnacipran has been marketed in Europe and Japan for many years as an antidepressant. 
Recommendation

MO HealthNet Division recommends the development of a Fibromyalgia clinical edit.
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