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New Product for Review: Dossier Provided by Manufacturer: No
pregabalin (Lyrica®*) [Pfizer] Dossier Evaluation: N/A
duloxetine (Cymbalta®*) [Lilly] 1 - Dossier missing significant clinical trial(s).

2 - Mfg. provided all relevant trials; Missing pharmacoeconomic model.
3 - Mfg. provided all relevant trials and information.

Executive Summary

Disease Background

The American College of Rheumatology 1990 criteria for the classification of fibromyalgia defines two
criteria for the diagnosis of fibromyalgia, when present more than 3 months: 1!

- History of widespread pain.
- Painin 11 of 18 tender point sites on digital palpation.

Fibromyalgia pain is central in nature (disturbances in pain processing). It is often accompanied by a
depressive component. 1

Treatment of fibromyalgia

Current national fibromyalgia treatment guidelines include the following recommendations: %

- Non-drug therapies such as exercise and cognitive behavioral therapy are recommended as a
foundation of treatment.

- Tricyclic antidepressants (TCAS) (e.g., amitriptyline) or cyclobenzaprine are considered first-line
medication options.

- Serotonin reuptake inhibitors (e.g., fluoxetine) or tramadol (with or without acetaminophen) may
also be used with or without TCAs or cyclobenzaprine.

Tricyclic antidepressants and seizure medications such as gabapentin have been used to treat the
symptoms of fibromyalgia for many years.

- Although not specifically approved to treat fibromyalgia, these medications have all been studied in
fibromyalgia and have been recognized as providing benefit in symptomatic improvement.

- Gabapentin demonstrated similar treatment effects to Pregabalin (Lyrica) and duloxetine (Cymbalta)
in an NIH funded study of similar quality and design. !
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o Duloxetine (Cymbalta), a medication initially approved by the FDA as an antidepressant, and
pregabalin (Lyrica), a seizure medication which is chemically similar to gabapentin, are both approved
by the FDA as treatments for fibromyalgia pain.

- There is no proof that they are better than other medications that have been used for decades to treat
fibromyalgia.

- Because tricyclic antidepressants and gabapentin are available as low cost generic products, the
companies that make them do not have any financial incentive to do additional studies or to seek

FDA approval in additional diseases.

e The effects of all of these medications appear to decrease over time.

Tolerability

All of the medications used to treat fiboromyalgia have significant safety risks. No one medication has been

proven to be better tolerated than another.

Decesion

Pregabalin (Lyrica) and duloxetine (Cymbalta) are non-preferred/non-formulary because there is no
useful evidence that either medication is safer or more effective than preferred/formulary options for

the treatment of fibromyalgia syndrome.

Products

Drug Products

FDA
approval ®

FDA approved indications

Usual Dose/Route

Potential Off-label Uses®

Serotonin/Norepinephrine Reuptake Inhibitors (SNRIs)

Panic disorder

duloxetine 8/2004 Major depressive disorder, 60mg po QD to Pain management
(Cymbalta®)® Pain associated with diabetic | BID Stress urinary incontinence
peripheral neuropathy, and Fibromyalgia
Generalized anxiety disorder
venlafaxine Major depressive disorder, Atypical facial pain, Post-
(Effexor®)l) 12/2003 Generalized anxiety disorder, | 75mg po BID mastectomy pain syndrome,
(Effexor XR®)™ 10/1997 Social anxiety disorder, and 150mg XR po QD | Colonic sensorimotor

functions, Obsessive-
compulsive disorder,
Diabetic peripheral
neuropathy, Painful
polyneuropathy®, Bipolar
depression, Premenstrual
dysphoric disorder,
Management of hot flushes,
diabetic neuropathic pain®,
fibromyalgia, migraine HA

Tricyclic Antidepressants (TCAS)

amitriptyline ™ 4/1961 Depression w/ anxiety 25mg po TID polyneuropathy,
diabetic neuropathic pain
desipramine ! 10/1964 | Depression 150mg po daily Attention deficit disorder,
Diabetic neuropathic pain
imipramine ! 5/1984 Depression 100mg po daily Panic disorder, diabetic
Enuresis (children) neuropathic pain, urinary
incontinence
Antiepileptics
gabapentin ™ 10/1993 Epilepsy, post herpetic 1200mg/day — diabetic neuropathic pain,
neuralgia 3600mg/day migraine prophylaxis, social
(divided doses phobia
TID)
pregabalin (Lyrica®) ™% 12/2004 | Adjunctive therapy for adult | 150 - 600mg/day | Generalized anxiety
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patients with partial onset (divide 2-3 disorder, social anxiety
(Available strengths: seizures, pain associated with | times/day) disorder, fibromyalgia, other
25mg, 50mg, 75mg, diabetic peripheral PDN: 100mg po pain conditions
100mg, 150mg, 200mg, neuropathy (PDN), TID
225mg and 300mg) postherpetic neuralgia (PHN) | PHN: 150-

pain, 300mg/day (divide

Fibromyalgia 2-3 times/day)
Opioids
tramadol 7 3/1995 Moderate-severe pain 50mg po Q6hrs giabetic neuropathic pain®™
oxycodone ™ 10/1998 | Moderate-severe pain 5mg po Q4-6 hrs Eiabetic neuropathic pain™

 Date applies to approval date for the original brand name medication where there are now generics available.
¢ As listed in © 1974 - 2008 Thomson MICROMEDEX database or as referenced.
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