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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 Cymbalta Delayed Release Capsule contains 20 mg, 30 mg or 60 mg of Duloxetine).
Eli Lilly and Company, Indianapolis, IN 46285

	
	

	Summary of Findings:
	With the simultaneous enhancement of both serotonergic and noradrenergic neurotransmission that may provide greater efficacy and faster onset of action when compared with action upon a single neurotransmitter and that, in vitro, Cymbalta is not only more potent but also a more equal inhibitor of 5-HT and NE uptake than SSRIs or venlafaxine, Cymbalta shows real potential for use in the treatment of major depression and possibly pain management.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 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.

Introduction1-3
Neurochemical studies have shown that depression is associated with alterations in levels of certain neurotransmitters, primarily serotonin (5-HT) and norepinephrine (NE). 5-HT and NE not only play an important role in the regulation of mood, but are increasingly recognized for their involvement in the descending pain pathways that inhibit afferent pain fibers ascending through the spinal cord.   Cymbalta is indicated for the treatment of major depressive disorder (MDD).  A major depressive episode (according to the Diagnostic and Statistical Manual of Mental Disorders, 4th Edition, [DSM-IV]) is defined as symptoms that represent a change from previous functioning with at least one of the symptoms of either (1) depressed mood or (2) loss of interest or pleasure, and includes at least 5 of the following 9 symptoms during the same 2-week period: depressed mood, loss of interest in usual activities, significant change in weight and/or appetite, insomnia or hypersomnia, psychomotor agitation or retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, or a suicide attempt or suicidal ideation.

Dosage Form(s)1
Each Cymbalta capsule contains enteric-coated pellets of 22.4, 33.7, or 67.3 mg of duloxetine hydrochloride equivalent to 20, 30, or 60 mg of duloxetine, respectively, that are designed to prevent degradation of the drug in the stomach’s acidic environment.
Manufacturer
Eli Lilly and Company, Indianapolis, IN 46285
Indication(s)1
Cymbalta is indicated for the treatment of major depressive disorder (MDD). 

Clinical Efficacy1-11 (mechanism of action/pharmacology, comparative efficacy)
The mechanism of action of Cymbalta is believed to be related to its potentiation of serotonergic and noradrenergic activity in the central nervous system (CNS). Some symptoms (eg, appetite, attention) seem to be mediated more by one neurotransmitter than the other. Some other symptoms (eg, anxiety) seem to be mediated by either. There are other symptoms (eg, aches and pain) that seem to be mediated more consistently by a combination of two or more neurotransmitters
.  Preclinical studies have shown that Cymbalta is a potent inhibitor of neuronal serotonin and norepinephrine reuptake and a less potent inhibitor of dopamine reuptake. Cymbalta has no significant affinity for dopaminergic, adrenergic, cholinergic or histaminergic receptors in vitro and does not inhibit monoamine oxidase. Cymbalta undergoes extensive metabolism, but the major circulating metabolites have not been shown to contribute significantly to its pharmacologic activity.  

Pharmacokinetics

	Elimination Half Life (T½)
	12 Hours

	Maximal Plasma Concentration (Cmax)
	6 hours post dose

	Protein Binding
	> 90% (primarily albumin & α1-acid glycoprotein)

	Metabolism
	CYP2D6 and CYP1A2

	Gender Dosing
	Not necessary

	Age Dosing
	Not necessary

	Smoking
	Dosing adjustments are not recommended

	Renal Insufficiency
	Do not give to patients with end stage renal disease (ERSD) or severe renal insufficiency

	Hepatic Insufficiency
	Do not give to patients with any hepatic insufficiency


Simultaneous enhancement of both serotonergic and noradrenergic neurotransmission may provide greater efficacy and faster onset of action when compared with action upon a single neurotransmitter. Cymbalta affects functioning of these two neurotransmitters and, based upon pre-clinical data, demonstrates higher affinity for both 5-HT and NE reuptake transporters than venlafaxine.  Cymbalta potentiates neurotransmission of 5-HT and NE and, in vitro, demonstrates a balance in its affinity for 5-HT and NE transporters. The following table compares the inhibition of binding to human monoamine uptake transporters by various uptake inhibitors, including Cymbalta, a dual reuptake inhibitor of 5-HT and NE. Also shown are the SNRI (venlafaxine), various SSRIs, and a classic tricyclic antidepressant. The values correlate to the inhibition of binding to the indicated receptor site, thus the lower the number the stronger the binding affinity to the receptor site and the more potent the drug. The NE/5-HT ratio compares the strength of NE binding to 5-HT binding to the receptor site. A ratio of 1 would indicate equal action on NE compared with 5-HT, which translates to ideal balance and potency. The table suggests that, in vitro, Cymbalta is not only more potent but also a more equal inhibitor of 5-HT and NE uptake than SSRIs or venlafaxine.

Reuptake Inhibition of NE and 5-HT In Vitro
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Clinical Efficacy Studies

	
	Study I
	Study II

	Study Design
	Phase III, parallel, double-blind, placebo-controlled, fixed-dose, randomized
	Phase III, parallel, double-blind, placebo-controlled, fixed-dose, randomized

	Treatments (n)
	Cymbalta 60 mg QD (123)

Placebo (122)
	Cymbalta 60 mg QD (128)

Placebo (139)

	Treatment Duration
	9 weeks 
	9 weeks 

	Results of Primary Efficacy Measure
	HAM-D17 total score: Cymbalta -10.9** vs 

placebo -6.1
	HAM-D17 total score: Cymbalta -10.5* vs placebo -8.3

	Response 
	Cymbalta: 62%**

Placebo: 29%
	Cymbalta: 65%*

Placebo: 42%

	Remission 
	Cymbalta: 44%**

Placebo: 16%
	Cymbalta: 43%

Placebo: 29%


	
	Study III
	Study IV
	Study V

	Design
	Phase II, parallel, double-blind, placebo- and fluoxetine controlled, randomized, forced titration
	Phase II, parallel, double-blind, placebo-and fluoxetine- controlled, randomized, forced titration
	Phase III, parallel, double-blind, placebo-and paroxetine- controlled, randomized, fixed dose

	Treatments (n)
	Cymbalta 60 mg BID (70)

Fluoxetine 20 mg QD (33)

Placebo (70)
	Cymbalta 60 mg BID (82)

Fluoxetine 20 mg QD (37)

Placebo (75)
	Cymbalta 20 mg 
BID (91)

Cymbalta 40 mg 
BID (84)

Paroxetine 20 mg 
QD (89)

Placebo (90)

	Treatment Duration
	8 weeks 
	8 weeks 
	8 weeks 

	Results of Primary Efficacy Measure
	Mean change HAM-D17 total score: Cymbalta -9.7* vs placebo -6.6
	Mean change 
HAM-D17 total score: Cymbalta -8.0 vs placebo -7.1
	Mean change 
HAM-D17 total score: Cymbalta (40 mg/day) -6.2, Cymbalta (80 mg/day) -6.3, paroxetine -7.4* vs 

placebo -4.8

	Probability of Remission 
	Cymbalta: 56%*

Fluoxetine: 30%

Placebo: 32%
	Cymbalta: 53%

Fluoxetine: 38%

Placebo: 38%
	Cymbalta (40 mg/day): 27%

Cymbalta (80 mg/day): 35%

Paroxetine: 48%*†
Placebo: 22%


	
	Study VI
	Study VII
	Study VIII

	Study Design
	Phase III, parallel, double-blind, placebo-and paroxetine- controlled, randomized, fixed dose
	Phase III, parallel, double-blind, placebo-and paroxetine- controlled, randomized, fixed dose
	Phase III, parallel, double-blind, placebo-and paroxetine- controlled, randomized, fixed dose

	Treatments (n)
	Cymbalta 20 mg 
BID (86)

Cymbalta 40 mg 
BID (91)

Paroxetine 20 mg 
QD (87)

Placebo (89)
	Cymbalta 40 mg BID (95)

Cymbalta 60 mg BID (93)

Paroxetine 20 mg 
QD (86)

Placebo (93)
	Cymbalta 40 mg 
BID (93)

Cymbalta 60 mg 
BID (103)

Paroxetine 20 mg 
QD (97)

Placebo (99)

	Treatment Duration
	8 weeks 
	8 weeks of acute treatment, followed by 26-week continuation for responders
	8 weeks of acute treatment, followed by 26-week continuation for responders

	Results of Primary Efficacy Measure
	Mean change HAM-D17 total score: Cymbalta (40 mg/day) -7.4*, Cymbalta (80 mg/day) -8.6**‡, paroxetine -6.2 vs 

placebo -5.0
	Mean change HAM-D17 total score: Cymbalta (80 mg/day) -11.0**, Cymbalta (120 mg/day) -12.1**, paroxetine -11.7** vs placebo -8.8
	Mean change HAM-D17 total score: Cymbalta (80 mg/day) -12.1*, Cymbalta (120 mg/day) -12.4*, paroxetine -11.9 vs 

placebo -10.8

	Probability of Remission 
	Cymbalta (40 mg/day): 36%

Cymbalta (80 mg/day): 57%**†‡
Paroxetine: 34%

Placebo: 25%
	Cymbalta (80 mg/day): 51%*

Cymbalta (120 mg/day): 58%**

Paroxetine: 47%*

Placebo: 30%
	Cymbalta (80 mg/day): 49%*

Cymbalta (120 mg/day): 45%

Paroxetine: 48%*

Placebo: 34%


Study IX - A single Phase III open-label trial, conducted in the United States, Argentina, Brazil, Canada, Colombia, Mexico, and Venezuela, examining the long-term safety of Cymbalta in the treatment of MDD at doses of 40 mg twice daily or 60 mg twice daily (total daily dose 80-120 mg) for up to 52 weeks. The study included male and female patients aged at least 18 years.

	Study X

	Study Design
	Phase III, open-label, fixed-dose acute phase followed by randomized, double-blind, placebo-controlled continuation phase

	Treatment (n), 
Acute Phase 
	Cymbalta 60 mg QD (533)

	Treatment Duration, Acute Phase
	12 weeks

	Response Rate 
(Acute phase)
	Cymbalta: 68%

	Remission Rate 
(Acute phase)
	Cymbalta: 53%

	Treatments (n), Continuation Phase 
	Cymbalta 60 mg QD (136)

Placebo (142)

	Treatment Duration, Continuation Phase
	26 weeks

	Primary Efficacy Outcome 
(Continuation Phase)
	Patients receiving Cymbalta 60 mg QD exhibited significantly longer time to relapse compared with placebo (log-rank test, p=.004)


	Study XI

	Study Design
	Phase IIIb, open-label, flexible dosing, acute phase study

	Treatment (n), 
Acute Phase 
	Cymbalta 30 mg QD start (67),

Cymbalta 60 mg QD start (70),

Cymbalta 60 mg QD switch (112)

	Treatment Duration, Acute Phase
	12 weeks 

	Probability of Response 
	Cymbalta 30 mg QD start: 82%,

Cymbalta 60 mg QD start: 80%,

Cymbalta 60 mg QD switch: 80%



Contraindications1
· Cymbalta is contraindicated in patients with a known hypersensitivity to the product. 

· Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated.

· In clinical trials, Cymbalta use was associated with an increased risk of mydriasis; therefore, its use is not recommended in patients with uncontrolled narrow-angle glaucoma.
Warnings and Precautions1
· Clinical worsening and suicide risk.

· MAO Inhibitors – Do not give concomitantly. Allow 14 days after ending an MAOI before starting Cymbalta and allow 5 days after ending Cymbalta before starting an MAOI.

· Hepatotoxicity – increase risk of elevation of serum transaminase levels.

· Blood Pressure - associated with mean increases in blood pressure, averaging 2 mm Hg systolic and 0.5 mm Hg diastolic and an increase in the incidence of at least one measurement of systolic blood pressure over 140 mm Hg compared to placebo
· Activation of Mania/Hypomania
· Seizures - should be prescribed with care in patients with a history of a seizure disorder.
· Controlled Narrow-angle glaucoma - associated with an increased risk of mydriasis.
· Discontinuation Symptoms – dizziness, nausea, headache, vomiting, irritability, nightmare, dysphoric mood, irritability, agitation, sensory disturbances (eg, paresthesias such as electric shock sensations), anxiety, confusion, lethargy, emotional lability, insomnia, hypomania, tinnitus, and seizures.
· Use in patients with concomitant illnesses
Adverse Effects1
Adverse Events Occurring at an Incidence of 2% or More Among Cymbalta-Treated Patients in Placebo-Controlled Trials

Major Depressive Disorder Studies

	System Organ Class/Adverse Event
	Percentage of Patients Reporting Event

	
	Cymbalta (N=1139)
	Placebo (N=777)

	Nausea
	20
	7

	Dry Mouth
	15
	6

	Constipation
	11
	4

	Diarrhea
	8
	6

	Vomiting
	5
	3

	Appetite decreased1
	8
	2

	Weight decreased
	2
	1

	Fatigue
	8
	4

	Dizziness
	9
	5

	Somnolence
	7
	3

	Tremor
	3
	1

	Sweating increased
	6
	2

	Hot flushes
	2
	1

	Vision blurred
	4
	1

	Insomnia2
	11
	6

	Anxiety
	3
	2

	Libido decreased
	3
	1

	Orgasm abnormal3
	3
	1

	Erectile dysfunction4
	4
	1

	Ejaculation delayed4
	3
	1

	Ejaculatory dysfunction4,5
	3
	1


1Term includes anorexia.

2Term includes middle insomnia.

3Term includes anorgasmia.

4Male patients only.

5Term includes ejaculation disorder and ejaculation failure.
Diabetic Peripheral Neuropathic Pain

	System Organ Class/Adverse Event
	Percentage of Patients Reporting Event

	
	Cymbalta 60mg BID (N=225)
	Cymbalta 60mg QD (N=228)
	Cymbalta 20mg QD (N=115)
	Placebo (N=223)

	Nausea
	30
	22
	14
	9

	Constipation
	15
	11
	5
	3

	Diarrhea
	7
	11
	13
	6

	Dry mouth
	12
	7
	5
	4

	Vomiting
	5
	5
	6
	4

	Dyspepsia
	4
	4
	4
	3

	Loose stools
	2
	3
	2
	1

	Fatigue
	12
	10
	2
	5

	Asthenia
	8
	4
	2
	1

	Pyrexia
	3
	1
	2
	1

	Nasopharyngitis
	9
	7
	9
	5

	Decreased appetite
	11
	4
	3
	<1

	Anorexia
	5
	3
	3
	<1

	Muscle cramp
	4
	4
	5
	3

	Myalgia
	4
	1
	3
	<1

	Somnolence
	21
	15
	7
	5

	Headache
	15
	13
	13
	10

	Dizziness
	17
	14
	6
	6

	Tremor
	5
	1
	0
	0

	Insomnia
	13
	8
	9
	7

	Pollakiuria
	5
	1
	3
	2

	Erectile dysfunction1
	4
	1
	0
	0

	Cough
	5
	3
	6
	4

	Pharyngolaryngeal pain
	6
	1
	3
	1

	Hyperhidrosis
	8
	6
	6
	2


1Male patients only.

Sexual Dysfunction Related Adverse Events Incidence

	Adverse Event
	Percentage of Patients Reporting Event

	
	% Male Patients
	% Female Patients

	
	Cymbalta (N=378)
	Placebo (N=247)
	Cymbalta (N=761)
	Placebo (N=530)

	Orgasm abnormal1
	4
	1
	2
	0

	Ejaculatory dysfunction2
	3
	1
	NA
	NA

	Libido decreased
	6
	2
	1
	0

	Erectile dysfunction
	4
	1
	NA
	NA

	Ejaculation delayed
	3
	1
	NA
	NA


1Term includes anorgasmia.

2Term includes ejaculation disorder and ejaculation failure.

NA= Not applicable.

Mean Change in ASEX Scores by Gender

	
	Male Patients
	Female Patients

	
	Cymbalta (N=175)
	Placebo (N=83)
	Cymbalta (N=241)
	Placebo (N=126)

	ASEX Total (Items 1-5)
	0.56*
	-1.07
	-1.15
	-1.07

	Item 1 – Sex drive
	-0.007
	-0.12
	-0.32
	-0.24

	Item 2 – Arousal
	0.001
	-0.26
	-0.21
	-0.18

	Item 3 – Ability to achieve erection (men);Lubrication (women)
	0.003
	-0.25
	-0.17
	-0.18

	Item 4 Ease of reaching orgasm
	0.40**
	-0.24
	-0.09
	-0.13

	Item 5 Orgasm satisfaction
	0.09
	-0.13
	-0.11
	-0.17


*p=0.013 versus placebo.

**p<0.001 versus placebo.

Drug Interactions1
Drugs with the potential to interact with Cymbalta: 
· Inhibitors of CYP1A2 – Concomitant use of Cymbalta with fluvoxamine an inhibitor of CYP1A2, when administered to male subjects (n = 14) the AUC of Cymbalta was increased over 5-fold, the Cmax was increased about 2.5-fold, and Cymbalta t1/2 was increased approximately 3-fold. Other drugs that inhibit CYP1A2 metabolism include cimetidine and quinolone antimicrobials such as ciprofloxacin and enoxacin. 

· Inhibitors of CYP2D6 – Because CYP2D6 is involved in Cymbalta metabolism, concomitant use of Cymbalta with potent inhibitors of CYP2D6 (eg, fluoxetine, paroxetine, quinidine etc) would be expected to, and does, result in higher concentrations of Cymbalta.
Cymbalta has the potential to interact with other drugs: 

· Drugs Metabolized by CYP1A2 – In vitro drug interaction studies demonstrate that Cymbalta does not induce CYP1A2 activity. Therefore, an increase in the metabolism of CYP1A2 substrates (eg, theophylline and caffeine) resulting from induction is not anticipated, although clinical studies of induction have not been performed. Although Cymbalta is an inhibitor of the CYP1A2 isoform in in vitro studies, co-administration with Cymbalta (60 mg BID) did not affect the pharmacokinetics of theophylline, a CYP1A2 substrate. Thus, Cymbalta appears unlikely to have a clinically significant effect on the metabolism of CYP1A2 substrates.

· Drugs Metabolized by CYP2D6 – – Cymbalta is a moderate inhibitor of CYP2D6 and increases the AUC and Cmax of drugs extensively metabolized by CYP2D6. Therefore, co-administration of Cymbalta with other drugs that are metabolized by this isozyme and which have a narrow therapeutic index should be approached with caution.

· Drugs Metabolized by CYP2C9 – Cymbalta does not inhibit the in vitro enzyme activity of CYP2C9. Inhibition of the metabolism of CYP2C9 substrates is therefore not anticipated, although clinical studies have not been performed.

· Drugs Metabolized by CYP3A – Results of in vitro studies demonstrate that Cymbalta does not inhibit or induce CYP3A activity. Therefore, an increase or decrease in the metabolism of CYP3A substrates (eg, oral contraceptives and other steroidal agents) resulting from induction or inhibition is not anticipated, although clinical studies have not been performed.
· Drugs Highly Bound to Plasma Protein – Because Cymbalta is highly bound to plasma protein, administration of Cymbalta to a patient taking another highly bound drug may cause increased free concentrations of the other drug with resultant potential adverse effects. Adverse effects may result from displacement of Cymbalta by other highly bound drugs.
Dosage and Administration1

Initial Treatment

Major Depressive Disorder – Cymbalta should be administered at a total dose of 40 mg/day (given as 20 mg BID) to 60 mg/day (given either once a day or as 30 mg BID) without regard to meals.  There is no evidence that doses greater than 60 mg/day confer any additional benefits.

Diabetic Peripheral Neuropathic Pain – Cymbalta should be administered at a total dose of 60 mg/day given once a day, without regard to meals.  While a 120 mg/day dose was shown to be safe and effective, there is no evidence that doses higher than 60 mg confer additional benefit, and the higher dose is clearly less well tolerated

Maintenance/Continuation/Extended Treatment

Major Depressive Disorder – It is generally agreed that acute episodes of major depression require several months or longer of sustained pharmacologic therapy.  There is insufficient evidence available to answer the question of how long a patient should continue to be treated with Cymbalta.

Diabetic Peripheral Neuropathic Pain – As the progression of diabetic peripheral neuropathy is highly variable and management of pain is empirical, the effectiveness of Cymbalta must be assessed individually.  Efficacy beyond 12 weeks has not been systematically studied in placebo-controlled trials, but a one-year open-label safety study was conducted.

Discontinuing Cymbalta – A gradual reduction in the dose rather than abrupt cessation is recommended whenever possible.

Switching to or from a Monoamine Oxidase Inhibitor – At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with Cymbalta.  In addition, at least 5 days should be allowed after stopping Cymbalta before starting an MAOI.
Cost Comparison12 (at commonly used dosages)

COST (AWP) *
	DRUG
	STRENGTH
	PRICE PER PILL

	Cymbalta
	20 mg
	$3.18

	Cymbalta
	30 mg
	$3.56

	Cymbalta
	60 mg
	$3.56

	Zoloft
	25 mg
	$2.87

	Zoloft
	50 mg
	$2.87

	Zoloft
	100 mg
	$2.87

	Paxil
	10 mg
	$3.06

	Paxil
	20 mg
	$3.19

	Paxil
	30 mg
	$3.29

	Paxil
	40 mg
	$3.47

	Paroxetine generic
	10 mg
	$2.53

	Paroxetine generic
	20 mg
	$2.64

	Paroxetine generic
	30 mg
	$2.72

	Paroxetine generic
	40 mg
	$2.88

	Paxil CR
	12.5 mg
	$3.00

	Paxil CR
	25 mg
	$3.13

	Paxil CR
	37.5 mg
	$3.23

	Celexa
	10 mg
	$2.73

	Celexa
	20 mg
	$2.85

	Celexa
	40 mg
	$2.97

	Citalopram generic
	10 mg
	$2.33

	Citalopram generic
	20 mg
	$2.43

	Citalopram generic
	40 mg
	$2.53

	Lexapro
	5 mg
	$2.32

	Lexapro
	10 mg
	$2.43

	Lexapro
	20 mg
	$2.53

	Wellbutrin
	75 mg
	$1.30

	Wellbutrin
	100 mg
	$1.74

	Bupropion generic
	75 mg
	$0.72

	Bupropion generic
	100 mg
	$0.96

	Wellbutrin SR
	100 mg
	$2.11

	Wellbutrin SR
	150 mg
	$2.26

	Wellbutrin SR
	200 mg
	$4.20

	Bupropion SR generic
	100 mg
	$1.61

	Bupropion SR generic
	150 mg
	$1.94

	Wellbutrin XL
	150 mg
	$3.21

	Wellbutrin XL
	300 mg
	$4.24

	Effexor
	25 mg
	$1.83

	Effexor
	37.5 mg
	$1.88

	Effexor
	50 mg
	$1.94

	Effexor
	75 mg
	$2.06

	Effexor
	100 mg
	$2.18

	Effexor XR
	37.5 mg
	$3.04

	Effexor XR
	75 mg
	$3.41

	Effexor XR
	150 mg
	$3.71

	Prozac
	10 mg
	$4.07

	Prozac
	20 mg
	$4.17

	Prozac
	40 mg
	$8.34

	Fluoxetine generic
	10 mg
	$3.19

	Fluoxetine generic
	20 mg
	$2.65

	Fluoxetine generic
	40 mg
	$5.35


*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

With the simultaneous enhancement of both serotonergic and noradrenergic neurotransmission that may provide greater efficacy and faster onset of action when compared with action upon a single neurotransmitter and that, in vitro, Cymbalta is not only more potent but also a more equal inhibitor of 5-HT and NE uptake than SSRIs or venlafaxine, Cymbalta shows real potential for use in the treatment of major depression and possibly pain management. 

Recommendation

The Division recommends that Cymbalta be given open access status. 
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