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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 24 hour sustained release tablet of Pristiq 50 mg contains 50 mg of Desvenlafaxine and each 24 hour sustained release tablet of Pristiq 100 mg contins 100 mg of Desvenlafaxine.
Wyeth Pharmaceuticals, Inc., Philadelphia, PA 19101

	
	

	Summary of Findings:
	Desvenlafaxine is a once-daily SNRI that has demonstrated efficacy in the treatment of major depressive disorder (MDD).  Desvenlafaxine is not dependent on the CYP2D6 metabolic pathway, which may decrease the possibility of drug interactions with medications metabolized through this pathway.  However, comparative cost will be a factor in product selection, especially when generic competition is available.  Post-marketing commitments with desvenlafaxine include conducting and submitting data from a new long-term maintenance (relapse prevention) study, a sexual dysfunction study, pediatric studies, and a study exploring lower doses.  The FDA has also requested an additional non-clinical toxicity study.  The manufacturer is seeking approval for desvenlafaxine as a non-hormonal treatment for menopausal symptoms as well.

	
	

	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 
 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
Major Depressive Disorder (MDD) is a common mental disorder, affecting approximately 15 million adults in the United States.  Criteria for MDD include five or more of the following symptoms that have been present for at least 2 weeks, and at least one of the symptoms must be either depressed mood or loss of interest or pleasure:  depressed mood; loss of interest or pleasure; changes in appetite or weight; changes in sleeping patterns; psychomotor agitation or retardation; fatigue or low energy; feeling worthless or guilty for no reason; difficulty thinking or concentrating; or thoughts of death or suicide. 
Dosage Form(s) 1
Each 24 hour sustained release tablet of Pristiq 50 mg contains 50 mg of Desvenlafaxine and each 24 hour sustained release tablet of Pristiq 100 mg contains 100 mg of Desvenlafaxine.
Manufacturer
Wyeth Pharmaceuticals, Inc., Philadelphia, PA 19101
Indication(s) 1
Pristiq is indicated for the treatment of major depressive disorder.  
Clinical Efficacy1-9 (mechanism of action/pharmacology, comparative efficacy)
Desvenlafaxine (O-desmethylvenlafaxine) is the major active metabolite of venlafaxine, a bicyclic antidepressant that has been referred to as an atypical or second-generation antidepressant.  Desvenlafaxine is a potent and selective neuronal serotonin and norepinephrine reuptake inhibitor (SNRI).  Its antidepressant action is believed to be associated with potentiation of neurotransmitter activity in the CNS.  Desvenlafaxine does not inhibit monoamine oxidase, and does not show the degree of anticholinergic, sedative, or cardiovascular effects exhibited by first-generation antidepressants.

	
	PRISTIQ

	Oral bioavailability
	80%

	Protein binding
	30%

	Volume of distribution (IV)
	3.4 L/kg

	Metabolism
	Conjugation (mediated by UGT isoforms) and, to a minor extent, through oxidative metabolism via CYP3A4.

	Excretion
	Urine

	Half-life (terminal)
	11 hours


The approval of desvenlafaxine extended-release was primarily based upon four 8-week, randomized, double-blind, placebo-controlled, clinical trials involving 1,760 patients with major depressive disorder.  Results from these studies showed that desvenlafaxine extended-release exhibited superiority over placebo as measured by improvement in the 17-item Hamilton Rating Scale for Depression (HAM-D17) total score in all four studies, and overall improvement as measured by the Clinical Global Impressions Scale-Improvement (CGI-I) in three of the four studies.  Clinical comparisons with other antidepressants used for the treatment of MDD are not available.
Clinical Studies

MAJOR DEPRESSIVE DISORDER
	Design
	Multicenter, randomized, double-blind, placebo-controlled, clinical trial (N=461).

	Inclusion Criteria
	Patients with major depressive disorder 18 to 75 years.  All sexually active female participants were on medically acceptable contraception.

	Exclusion Criteria
	Previous treatment with desvenlafaxine, treatment with venlafaxine or venlafaxine ER within 90 days, or hypersensitivity to these drugs; potential suicide risk; pregnancy, breast-feeding, or planning to become pregnant; current psychoactive substance abuse or dependence; manic episodes, bipolar or psychotic disorder, posttraumatic stress disorder, obsessive-compulsive disorder, generalized anxiety disorder, panic disorder, or social anxiety disorder that the investigator considered primary; clinically important personality disorder; Covi Anxiety Scale total score greater than the Raskin Depression Scale; Covi Anxiety Scale score > 3 on any single item or a total score > 9; mental disorder due to a general medical condition or neurologic disorder; history of a seizure disorder; clinically important medical disease; GI disease or surgery known to interfere with drug absorption or excretion; neoplastic disorder within 2 years; raised IOP or narrow angle glaucoma; MI within past 180 days; clinically important abnormalities on physical exam, EKG, or lab analyses; or use of prohibited treatments.

	Treatment Regimen
	Patients were randomized to treatment with desvenlafaxine (100 mg/day, 200 mg/day, or 400 mg/day) or placebo for 8 weeks.

	Results
	At the final on-therapy evaluation, the mean HAM-D17 scores for desvenlafaxine 100 mg/day (12.75) and 400 mg/day (12.50) were significantly lower than for placebo (15.31; p = 0.0038 and p = 0.0023, respectively).  For desvenlafaxine 200 mg/day, the mean HAM-D17 score was 13.31 (p = 0.0764).  CGI-I and Montgomery-Asberg Depression Rating Scale results were significant for all groups.  Clinical Global Impressions-Severity of Illness Scale (CGI-S) results were significant with 100 mg/day and 400 mg/day.  Response rates were significantly greater for desvenlafaxine 100 mg/day (51%) and             400 mg/day (48%) versus placebo (35%; p = 0.017 and p = 0.046, respectively).  The response rate for desvenlafaxine 200 mg/day was 45% (p = 0.142).  Remission rates were significantly greater for desvenlafaxine 400 mg/day (32%) versus placebo (19%; p = 0.035); remission rates were 30% for desvenlafaxine 100 mg/day (p = 0.093) and 28% for desvenlafaxine 200 mg/day (p = 0.126).  Visual Analog Scale-Pain Intensity results were significant for desvenlafaxine 100 mg/day versus placebo (p = 0.002), but not for the higher doses.

	Safety
	The most commonly reported adverse events were nausea, insomnia, somnolence, dry mouth, dizziness, sweating, nervousness, anorexia, constipation, asthenia, and abnormal ejaculation/orgasm.


Contraindications1
· Hypersensitivity to desvenlafaxine succinate, venlafaxine hydrochloride or any excipients in the desvenlafaxine extended-release formulation.

· Do not use with an MAOI or within 14 days of stopping an MAOI.  Allow 7 days after stopping desvenlafaxine extended-release before starting an MAOI.
Warnings and Precautions1
· Clinical worsening/Suicide risk:  Monitor for clinical worsening and suicide risk.
· Serotonin Syndrome:  Serotonin syndrome has been reported with SSRIs and SNRIs.

· Elevated blood pressure:  Has occurred.  Hypertension should be controlled before initiating treatment.  Monitor blood pressure regularly during treatment.

· Abnormal bleeding:  Desvenlafaxine extended release may increase the risk of bleeding events.  Patients should be cautioned about the risk of bleeding associated with the concomitant use of NSAIDs, aspirin, or other drugs that affect coagulation.
· Narrow-angle glaucoma:  Mydriasis has occurred.  Patients with raised intraocular pressure or those at risk of angle-closure glaucoma should be monitored.

· Activation of mania/hypomania: Has occurred.  Use cautiously in patients with bipolar disorder.  Caution patients about the risk of activation of mania/hypomania.

· Cardiovascular/cerebrovascular disease:  Use cautiously in patients with cardiovascular or cerebrovascular disease.

· Cholesterol and triglyceride elevation:  Have occurred.  Use cautiously in patients with lipid metabolism disorders.  Consider monitoring serum cholesterol and triglycerides.

· Discontinuation symptoms: Have occurred.  Taper the dose when possible and monitor for discontinuation symptoms.

· Renal impairment:  Reduces the clearance of desvenlafaxine extended-release.  Dosage adjustment is necessary in severe and ESRD.  In moderate renal impairment, the dose should not exceed 50 mg/day

· Seizures:  Can occur.  Use cautiously in patients with a seizure disorder.

· Hyponatremia:  Can occur in association with SIADH

· Drugs containing desvenlafaxine or venlafaxine:  Should not be used concomitantly with desvenlafaxine extended-release.

· Interstitial lung disease and eosinophilic pneumonia: Can occur.
Adverse Effects1
	MOST COMMON, > =2%
	PRISTIQ 50 mg
	PRISTIQ 100 mg
	PLACEBO

	Nausea
	22%
	16%
	10%

	Headache
	20%
	22%
	23%

	Dizziness
	13%
	10%
	5%

	Dry mouth
	11%
	17%
	9%

	Diarrhea
	11%
	9%
	9%

	Hyperhidrosis
	10%
	11%
	4%

	Insomnia
	9%
	12%
	6%

	Constipation
	9%
	9%
	4%

	Fatigue
	7%
	7%
	4%

	Decreased appetite
	5%
	8%
	2%

	Somnolence
	4%
	9%
	4%

	Libido decrease
	4%
	5%
	1%

	Erectile dysfunction
	3%
	6%
	1%

	Vomiting
	3%
	4%
	3%

	Anxiety
	3%
	5%
	2%

	Vision blurred
	3%
	4%
	1%

	Irritability
	2%
	2%
	1%

	Abnormal dreams
	2%
	3%
	1%

	Mydriasis
	2%
	2%
	<1%

	Tinnitus
	2%
	1%
	1%

	Weight decreased
	2%
	1%
	1%

	Tremor
	2%
	3%
	2%

	Paraesthesia
	2%
	2%
	1%

	Ejaculation delayed
	1%
	5%
	<1%

	Anorgasmia
	0
	0
	3%


Drug Interactions1
· Aspirin
· CNS-active drugs
· CYP3A4 inhibitors

· Ethanol

· MAO inhibitors

· NSAIDs

· Serotonergic drugs

· Warfarin
Dosage and Administration1

USUAL DOSE  One 50 mg tablet po daily with or without food.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Desvenlafaxine
	Pristiq
	50 mg tablets
	1 tablet daily
	$ 102.30

	Desvenlafaxine
	Pristiq
	100 mg tablets
	1 tablet daily
	$ 102.30

	Venlafaxine
	Effexor XR
	37.5 mg capsules
	1 capsule daily
	$  92.90

	Venlafaxine
	Effexor XR
	75 mg capsules
	1 capsule daily
	$ 104.13

	Venlafaxine
	Effexor XR
	150 mg capsules
	1 capsule daily
	$ 113.41

	Duloxetine
	Cymbalta
	20 mg capsules
	1 capsule BID
	$ 196.54

	Duloxetine
	Cymbalta
	30 mg capsules
	1 capsule daily
	$ 110.19

	Duloxetine
	Cymbalta
	60 mg capsules
	1 capsule daily
	$ 110.19


*Wholesale Acquisition Cost (WAC)
Conclusion

Pristiq is a once-daily SNRI that has demonstrated efficacy in the treatment of major depressive disorder (MDD).  Desvenlafaxine is not dependent on the CYP2D6 metabolic pathway, which may decrease the possibility of drug interactions with medications metabolized through this pathway.  However, comparative cost will be a factor in product selection, especially when generic competition is available.  Post-marketing commitments with Pristiq include conducting and submitting data from a new long-term maintenance (relapse prevention) study, a sexual dysfunction study, pediatric studies, and a study exploring lower doses.  The FDA has also requested an additional non-clinical toxicity study.  The manufacturer is seeking approval for desvenlafaxine as a non-hormonal treatment for menopausal symptoms as well.  
Recommendation

MHD recomends a dose optimization edit for this drug.
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