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DESCRIPTION

Brand generic Dosage Form
Cymbalta® duloxetine delayed-release capsule
Effexor® venlafaxine* oral tablet

Effexor XR® venlafaxine extended-release capsule

available as a generic, included in the electronic claims edit program

FDA APPROVED INDICATIONS'®

Cymbalta®*

Major Depressive Disorder

Cymbalta (duloxetine) is indicated for the treatment of major depressive disorder (MDD).
The efficacy of Cymbalta has been established in eight and nine week placebo-controlled
trials of outpatients who met DSM-IV diagnostic criteria for MDD. The effectiveness of
Cymbalta in hospitalized patients with MDD has not been studied.

The effectiveness of Cymbalta in long-term use for major depressive disorder, that is, for
more than nine weeks, has not been systematically evaluated in controlled trials.

Diabetic Peripheral Neuropathic Pain
Cymbalta is indicated for the management of neuropathic pain associated with diabetic
peripheral neuropathy.

Generalized Anxiety Disorder

Cymbalta is indicated for the treatment of generalized anxiety disorder (GAD). The
efficacy of Cymbalta has been established in three 9- or 10-week placebo-controlled trials
of outpatients who met DSM-1V diagnostic criteria for generalized anxiety disorder.

The effectiveness of Cymbalta in long-term use for GAD, that is, for more than 10 weeks,
has not been systematically evaluated in controlled trials. The physician who elects to
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use Cymbalta for extended periods should periodically evaluate the long-term usefulness
of the drug for the individual patient.

Effexor®

Effexor (venlafaxine) is indicated for the treatment of major depressive disorder (MDD).
The efficacy of Effexor in the treatment of MDD was established in 6-week controlled
trials of adult outpatients whose diagnoses corresponded most closely to the DSM-I11 or
DSM-III-R category of major depression and in a 4-week controlled trial of inpatients
meeting diagnostic criteria for major depression with melancholia.

The efficacy of Effexor in maintaining an antidepressant response in patients with
recurrent depression who had responded and continued to be improved during an initial
26 weeks of treatment and were then followed for a period of up to 52 weeks was
demonstrated in a placebo-controlled trial.

Effexor XR®?

Major Depressive Disorder

Effexor XR (venlafaxine extended-release) is indicated for the treatment of major
depressive disorder. The efficacy of Effexor XR in the treatment of MDD was established
in 8- and 12- week controlled trials of adult outpatients whose diagnoses corresponded
most closely to the DSM-I11-R or DSM-1V category of major depressive disorder. The
safety and efficacy of Effexor XR in hospitalized depressed patients have not been
adequately studied. The efficacy of Effexor XR in maintaining a response in MDD for up
to 26 weeks following 8 weeks of acute treatment was demonstrated in a placebo-
controlled trial.

Generalized Anxiety Disorder

Effexor XR is indicated for the treatment of Generalized Anxiety Disorder (GAD) as
defined in DSM-1V. The efficacy of Effexor XR in the treatment of GAD was established in
8-week and 6-month placebo-controlled trials in adult outpatients diagnosed with GAD
according to DSM-1V criteria.

Social Anxiety Disorder

Effexor XR is indicated for the treatment of Social Anxiety Disorder, also known as Social
Phobia, as defined in DSM-1V (300.23). The efficacy of Effexor XR in the treatment of
Social Anxiety Disorder was established in two 12-week placebo-controlled trials in adult
outpatients with Social Anxiety Disorder (DSM-1V). The effectiveness of Effexor XR in the
long-term treatment of Social Anxiety Disorder, i.e., for more than 12 weeks, has not
been systematically evaluated in adequate and well-controlled trials.

Panic Disorder

Effexor XR is indicated for the treatment of Panic Disorder, with or without agoraphobia,
as defined in DSM-1V. The efficacy of Effexor XR in the treatment of Panic Disorder was
established in two 12-week placebo-controlled trials in adult outpatients with Panic
Disorder (DSM-1V). The efficacy of Effexor XR in prolonging time to relapse in Panic
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Disorder among responders following 12 weeks of open-label acute treatment was
demonstrated in a placebo-controlled study.

POLICY

RATIONALE FOR SELECTING CYMBALTA, VENLAFAXINE, AND EFFEXOR XR
FOR PRIOR AUTHORIZATION

The intent of the prior authorization criteria for Cymbalta (duloxetine),
Effexor/venlafaxine and Effexor XR is to encourage the use of generic selective serotonin
reuptake inhibiting agents (SSRIs) prior to duloxetine or venlafaxine Both efficacy and
safety issues have been considered. In addition, the intent of the prior authorization is to
encourage the use of first-line generic agents before duloxetine when prescribed for
neuropathic pain.

Major Depressive Disorder

The American Psychiatric Association (APA) practice guidelines for the treatment of
patients with major depressive disorder report comparable efficacy between classes and
also within classes. Selection of an antidepressant agent may be based on anticipated
side effects, tolerability, safety, patient preference, quantity and quality of clinical trial
data regarding the agent, and its cost.* The APA guidelines recommend selective
serotonin reuptake inhibitors (SSRIs), bupropion, venlafaxine, desipramine, and
nortriptyline as likely treatment choices for optimal therapy for most patients.* The U.S.
Veteran’s Administration (VA) treatment guidelines for depression suggests SSRIs as
first-line treatment for most patients in the primary care setting.”> The United Kingdom
Prodigy Treatment Guidelines for adult depression consider tricyclic antidepressants
(TCAs) and SSRIs as first-line treatments.®

In the review of second generation antidepressants from the Oregon Evidence-based
Practice Center of the Oregon Health & Science University’, it was found that for the
SSRIs and other newer antidepressants (mirtazapine, duloxetine, venlafaxine, bupropion,
and nefazodone) overall effectiveness and efficacy were similar and the majority of trials
did not identify substantial differences among drugs. Discontinuation rates and response
and remission rates assessed on multiple diagnostic scales did not differ substantially
when taking all the evidence into consideration.’

The guidelines for management of depression from the National Institute for Clinical
Excellence (NICE)® state that when an antidepressant is prescribed in routine care, it
should be an SSRI, because SSRIs are as effective as TCAs and less likely to be
discontinued due to side effects. If the first antidepressant has not been effective or is
poorly tolerated, another single drug should be tried. Reasonable choices include a
different SSRI or mirtazapine. Venlafaxine should be considered for patients failing to
respond to two adequate trials of other antidepressants.®

Safety and side effects of therapy should be considered before venlafaxine is prescribed.
The NICE guidelines® state that the following issues should be evaluated: increased
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likelihood of patients discontinuing treatment due to side effects (compared with the
equally effective SSRIs), increased risk for discontinuation/withdrawal symptoms if
abruptly stopped, and toxicity in overdose. Before initiation, an ECG and blood pressure
measurement should be taken. Consideration should be given to monitoring of cardiac
function. Regular monitoring of blood pressure is suggested, especially for patients on
high doses.®

A 2005 systematic review® includes 46 randomized controlled trials, and 24 observational
studies for safety/tolerability, comparing second generation antidepressants (e.g., SSRIs,
bupropion, duloxetine, mirtazapine, venlafaxine) with each other. Results suggest that
second generation antidepressants do not differ substantially overall for treatment of
depression. Differences in efficacy appeared minimal between drugs. Overall incidence of
adverse effects appears similar across drugs, although types of adverse events vary
betweer; drugs. Degree and quality of adverse event assessment also vary between
studies.

Duloxetine was not marketed at the time these guidelines were published. Currently,
there are no well-designed published studies directly comparing duloxetine with another
antidepressant for the treatment of depression.'® The mechanism of the antidepressant
action of venlafaxine is thought to be associated with potentiation of neurotransmitter
activity in the central nervous system.? Venlafaxine and its active metabolite, O-
desmethylvenlafaxine, are potent inhibitors of neuronal serotonin and norepinephrine
reuptake and weak inhibitors of dopamine reuptake.? Duloxetine is also a serotonin and
norepinephrine reuptake inhibitor and its mechanism of action is similar to the TCAs and
venlafaxine.? Until guidelines and/or clinical trials exist that define the place of duloxetine
in the treatment of depression, duloxetine will be managed similar to venlafaxine.

Anxiety Disorders — Generalized Anxiety Disorder, Social Anxiety Disorder,
Panic Disorder

Generalized Anxiety Disorder (GAD)

The Cochrane review on antidepressants for generalized anxiety disorder'* states that
available evidence suggests imipramine, venlafaxine and paroxetine are superior to
placebo in GAD in adults, and also that sertraline is superior to placebo in treating GAD in
children and adolescents.!* The review of second generation antidepressants from the
Oregon Evidence-based Practice Center of the Oregon Health & Science University’ found
that evidence supports the efficacy of escitalopram, paroxetine, venlafaxine, and
sertraline in treatment of generalized anxiety disorder. The review by Goodman (2004)*?
found that paroxetine, escitalopram, and venlafaxine are considered first-line therapy for
GAD. The current NICE guideline on anxiety™® finds that antidepressants should be the
only pharmacological intervention for longer-term management of GAD. There is an
evidence base for the effectiveness of the SSRIs.™ Recent Canadian and British
guidelines recommend use of an SSRI such as paroxetine, sertraline, citalopram, or
escitalopram, or venlafaxine extended-release as first-line therapy for GAD; the best
evidence supports paroxetine and escitalopram.***
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Social Anxiety Disorder (SAD)

The consensus statement on Social Anxiety Disorder from the International Consensus
Group on Depression and Anxiety (1998)® recommends SSRIs as the first-line treatment
for social anxiety disorder. At that time, most of the evidence was from well-controlled
clinical data on paroxetine. Studies and reports with sertraline, fluvoxamine, fluoxetine,
and citalopram reported at that time had positive results but with smaller study groups.*®

The review of second generation antidepressants from the Oregon Evidence-based
Practice Center of the Oregon Health & Science University’ found similar efficacy of
venlafaxine ER with paroxetine and also escitalopram with paroxetine for treatment of
SAD. Indirect evidence from a meta-analysis of placebo-controlled trials provides
evidence that there is no difference in efficacy between fluvoxamine, paroxetine, and
sertraline.’

The Cochrane review of pharmacotherapy for SAD*" does not discuss venlafaxine, but
states that the following SSRIs are all effective in social anxiety disorder: paroxetine,
sertraline, fluoxetine, fluvoxamine, escitalopram. Expert consensus is that the SSRIs are
the first-line medication of choice in this disorder.!” Recent Canadian and British
guidelines recommend paroxetine, sertraline, escitalopram, fluoxetine, fluvoxamine, or
venlafaxine extended-release for SAD; best evidence is for the SSRIs.***°

Panic Disorder (PD)

The APA guidelines for treatment of patients with panic disorder from 1998 state that
SSRIs, TCAs, benzodiazepines, and monoamine oxidase inhibitors (MAOISs) are all
effective. Medications from all four classes were found to have roughly comparable
efficacy. SSRIs available at that time included fluoxetine, sertraline, paroxetine, and
fluvoxamine. Clinical trials indicating that each of them is effective for panic had been
completed.'® Additional information is published in the APA Guideline Watch of April
2006. The efficacy of SSRIs supported in randomized controlled trials includes additional
evidence for fluoxetine, paroxetine (including CR) and sertraline. In addition, there are
studies suggesting that both citalopram and escitalopram are effective. Venlafaxine ER
was found to be effective in treating PD. Literature since 1998 suggests that the large
number of SSRIs, TCAs, and benzodiazepines used to treat PD are equivalent in their
efficacy.®

A recent review by Pollack? finds that randomized studies support efficacy of fluoxetine,
paroxetine, sertraline, escitalopram, citalopram, and venlafaxine for the treatment of
PD.? In the review of second generation antidepressants from the Oregon Evidence-
based Practice Center of the Oregon Health & Science University’ evidence was found to
support the use of fluoxetine, paroxetine, sertraline, citalopram, escitalopram, and
fluvoxamine in treatment of PD.” The NICE guidelines for anxiety'® state that
antidepressants should be the only pharmacological intervention used in longer term
management of PD. The two classes that have an evidence base for effectiveness are
SSRIs and TCAs.'® Recent Canadian and British guidelines recommend paroxetine,
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sertraline, citalopram, escitalopram, fluoxetine, fluvoxamine, or venlafaxine extended-
release for PD; best evidence is for the SSRIs.***°

Of the SSRI agents, Celexa (citalopram), Paxil immediate-release (paroxetine
hydrochloride), Prozac (fluoxetine), and Zoloft (sertraline) are available as AB-rated
generics in the oral solid dosage forms. Exceptions are Prozac Weekly (90 mg fluoxetine
extended-release capsules) and Sarafem® (20 mg fluoxetine capsules). Fluvoxamine is
available as a generic only; brand Luvox® is no longer being marketed. The oral solutions
of Prozac and Celexa are available as AA-rated generics; the generic sertraline oral
concentrate is AB-rated to Zoloft oral concentrate; the generic paroxetine hydrochloride
oral suspension is AB-rated to Paxil.. Lexapro (escitalopram), Paxil CR (paroxetine
hydrochloride controlled-release), and Pexeva (paroxetine mesylate) are not available in
generic formulations.

Duloxetine and venlafaxine are not FDA-labeled for psychiatric indications other than
those listed above under Food and Drug Administration (FDA) Approved Indications. For
psychiatric indications, the following table summarizes the FDA-approved uses for AB-
rated generic SSRIs and the SSRIs that have accepted unlabeled uses documented in the
pharmaceutical compendia, USP/DI (accepted indications) and Micromedex DrugDex
(treatment considered useful in some or most cases), and also systematic reviews such
as Clinical Evidence Concise 2005 (beneficial or likely to be beneficial), or practice
guidelines.***>?%3 SSRIs are considered accepted treatment for all of these indications.

Table 1. Generically-available SSRIs, FDA Approved Indications and Unlabeled Uses

21-29

Indication FDA-approved agents Accepted Unlabeled
agentsl4,15,29—36
Depression citalopram, fluoxetine,
paroxetine, sertraline
OCD fluvoxamine, fluoxetine, citalopram*!
paroxetine, sertraline
PD fluoxetine, paroxetine, citalopram #3932,
sertraline fluvoxamine*3%-32
GAD paroxetine sertraline’**>*
SAD paroxetine, sertraline fluvoxamine# >3
PMDD sertraline citalopram °**, fluvoxamine®,
paroxetine®
PTSD paroxetine, sertraline fluoxetine 14:15:30:35:36
Bulimia fluoxetine fluvoxamine®

*0OCD= obsessive compulsive disorder; PD= panic disorder; GAD= generalized anxiety disorder;
SAD= social anxiety disorder or social phobia; PMDD= premenstrual dysphoric disorder;
PTSD= post traumatic stress disorder.

Neuropathic Pain

Duloxetine is also approved for treatment of pain associated with diabetic peripheral
neuropathy (DPNP). Current guidelines on the treatment of DPNP from the American
Diabetes Association®’*® recommend TCAs (especially amitriptyline and imipramine) as
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first-line agents, anticonvulsants such as gabapentin, pregabalin, lamotrigine, or
topiramate as second-line, and opioid pain medications (tramadol, oxycodone) as the
third step.3"® At the time of the preparation of this statement the evidence of efficacy of
duloxetine was published only in abstract form and not discussed in the guidelines.?"*

Mayo Clinic guidelines for DPNP*® recommend TCAs (specifically amitriptyline and
desipramine), pregabalin, duloxetine, and oxycodone CR in first tier, with carbamazepine,
gabapentin, lamotrigine, tramadol, and venlafaxine ER in second tier. Topical capsaicin
cream and lidocaine patches may also be used.*® The 2004 review article by Duby,
Campbell, et al.,* finds that evidence from clinical trials supports the use of desipramine,
amitriptyline, capsaicin, tramadol, gabapentin, bupropion, and venlafaxine as preferred
medications for the treatment of DPNP. Opioids and nonsteroidal anti-inflammatory drugs
(NSAIDs) may be used as adjuvant agents. Alternate consideration is given to some
SSRIs (citalopram, paroxetine) and other anticonvulsants (lamotrigine, oxcarbazepine).*

There are no trials comparing duloxetine with other agents used to treat peripheral
neuropathy. The Veteran’s Administration review of duloxetine use in painful diabetic
neuropathy and fibromyalgia®* states that: “Given (1) the lack of direct evidence of the
relative treatment benefits of duloxetine in patients with diabetic peripheral neuropathy
and fibromyalgia, (2) the indirect evidence suggesting that duloxetine is not better than
alternative formulary agents, as well as, (3) the lack of long-term (>1 year) safety trials,
duloxetine should generally be used as a second-line agent after adequate trials of
alternative oral, non-opioid formulary agents.”** The 2005 review by the Medical Letter
on Drugs and Therapeutics* concludes that duloxetine has efficacy in treatment of pain,
but that there are no studies comparing duloxetine with other drugs used for pain due to
diabetic neuropathy. Duloxetine was more effective than placebo in clinical trials, but the
duration of trials was relatively short; and long-term effectiveness remains unclear.*

A 2005 review*® on treatment of non-cancer pain suggests that TCAs are the preferred
initial therapy for neuropathic pain, although the authors acknowledge that duloxetine
has also been found effective. Meta-analyses have confirmed TCA efficacy; noncyclic
antidepressants are suggested to have shown variable degrees of benefit. Gabapentin
was recommended for patients intolerant of TCA side effects or having
contraindications.*® The Cochrane Collaboration has reviewed the use of anticonvulsants
for acute and chronic pain.***® These published reviews have concluded that TCAs
should be used before anticonvulsants for chronic pain; that none of the anticonvulsants
is beneficial for acute pain; and that gabapentin has been shown to be effective for a
variety of types of neuropathic pain.***

Other reviews with treatment recommendations for treatment of neuropathic pain®3*’°
include the following agents as first-line for neuropathic pain: TCAs (amitriptyline,
nortriptyline, desipramine), gabapentin, pregabalin, lidocaine patch, tramadol, Second-
line agents include other anticonvulsants (lamotrigine, carbamazepine) and other
antidepressants (paroxetine, citalopram, venlafaxine, bupropion). “**° A recent review
of clinical trials by Irving® found the following to be effective agents, based on published
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studies: lidocaine patch, gabapentin, carbamazepine, lamotrigine, oxcarbazepine,
topiramate, valproate, TCAs (amitriptyline, nortriptyline, imipramine, desipramine),
venlafaxine, duloxetine, bupropion, tramadol, and other opioids such as oxycodone. Only
gabapentin was specifically listed as a first-line agent. *° The 2006 European Federation
of Neurological Societies (EFNS) guidelines®* recommended TCAs or gabapentin or
pregabalin as first choice agents with highest efficacy for painful polyneuropathies (e.g.
DPNP) and PHN. Duloxetine or venlafaxine are considered second line due to more
moderate efficacy, although they may have fewer adverse effects.>

Although carbamazepine is considered by some to have “stood the test of time” as far as
effectiveness in neuropathic pain,*® recent evaluations consider carbamazepine to be
highly effective for trigeminal neuralgia but not always beneficial for other types of
neuropathic pain.***6>1->4

Specific guidelines from American Academy of Neurology on treatment of PHN
recommend the following as effective first-line therapies: amitriptyline, nortriptyline,
desipramine, and maprotiline, gabapentin, pregabalin, topical lidocaine, and opioids.>® A
Clinical Evidence review from 2005 supports the use of TCAs and gabapentin for
treatment of PHN.*® Topical counterirritants, topical anesthetics, and oral opioids are
considered of unknown effectiveness.®

Dworkin et al.*’ state that most randomized controlled trials of chronic neuropathic pain
have examined only 2 pain syndromes, DPNP and PHN. These authors suggest that while
the applicability of the results of clinical trails for one chronic neuropathic pain syndrome
to others cannot be determined, most of the first-line therapies have been tested with
multiple types of neuropathic pain and have shown similar results.*’ Because of this, the
PA Criteria for Approval for use of duloxetine for neuropathic pain will include as possible
pre-requisites the generic agents included as first-line therapy in the guidelines and
reviews listed above—amitriptyline, nortriptyline, imipramine, desipramine, and
gabapentin. Oxycodone ER and tramadol will not be included due to their higher
potential for overuse, abuse, and dependence.

Electronic Claims Edit

The overall process for meeting the electronic claims edit requires that another drug or
drugs be tried for a specific quantity of drug in the previous time period before the claim
drug. If the patient has met any of the requirements outlined below, the requested prior
authorization medication will be paid under the patient’s current prescription benefit. If
the patient does not meet the electronic claims criteria, then the system will reject with
the message indicating that prior authorization is necessary or that higher co-pay(s) will
be applicable. The PA criteria for approval would then be applied to requests submitted
by the patient’s practitioner for evaluation.

The initial electronic claims edit will identify patients who are taking or have taken a

generic SSRI in the 365 days prior to the duloxetine or venlafaxine claim. The initial

electronic claims edit will also look for the identical GPI to the claim drug within the
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previous 90 days. The 365-day timeframe was selected because therapy for all of the
above-listed diagnoses may be long-term and may require numerous changes in agents
and dose adjustments. The 90-day parameter identifies previous therapy with a brand
agent and assures continuation of therapy.

The initial electronic claims edit for duloxetine will also identify patients that have already
used or are currently using first-line generic gabapentin or TCAs for neuropathic pain.
First-line TCAs include amitriptyline, nortriptyline, imipramine, and desipramine. The
system references previous history to 90 days prior to the claim in order to verify
previous or concurrent gabapentin or tricyclic antidepressant therapy.

Prior Authorization (PA) Criteria for Approval

The intent of the prior authorization criteria for approval is to ensure that patients who
require duloxetine or venlafaxine and who have not met the electronic claims edit criteria
will be evaluated for use of the target drug. The PA criteria for duloxetine or venlafaxine
will approve the requested agent for the patient who has tried and failed a generic SSRI.
The target drug will also be approved when the patient is allergic to or intolerant of
generic agents; if the patient has contraindications to the SSRIs that are available as
generics; if the patient has responded to the target drug in the past; or if the patient is
currently on duloxetine or venlafaxine has had an adequate response, and switching may
cause harm or health risk. Initiation of duloxetine or venlafaxine prescribed for other
indications will be evaluated through the prior authorization process if the prescriber
submits information documenting the use of the target drug to treat the patient’s
condition.

In addition, the PA criteria will allow for evaluation of duloxetine for the treatment of
neuropathic pain. Duloxetine will also be approved if the patient has tried and failed a
first-line agent for neuropathic pain (amitriptyline, nortriptyline, imipramine, desipramine,
gabapentin), and also when the patient is allergic to, intolerant of, or has
contraindications to these first-line agents; if the patient has been initiated on duloxetine,
has had an adequate response, and switching may cause harm or health risk; or if the
prescriber has considered all first-line agents for neuropathic pain and determined that
duloxetine will best treat the patient.

Duloxetine or venlafaxine will be approved indefinitely in patients with a documented
diagnosis of Major Depressive Disorder, Recurrent, due to their high risk for significant
disease morbidity. Indefinite approvals granted through the Clinical Review PA process
may be re-evaluated at some future time if new information changes selection criteria or
safety issues develop that may place these patients at higher risk from drug therapy.
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PRIOR AUTHORIZATION CRITERIA FOR APPROVAL
Effexor (venlafaxine), Effexor XR (venlafaxine extended-release)
Initial and Renewal Evaluation
1. Is the patient’s diagnosis Major Depressive Disorder, Recurrent (ICD-9 296.3X)?
If yes, approve indefinitely. If no, continue to 2.

2.  Has the patient previously responded to the requested drug or is the patient currently
receiving and responding to the requested drug and switching could potentially cause
harm or a health risk?

If yes, approve indefinitely. If no, continue to 3.

3. Does the patient’s past prescription history include the use of a generic SSRI for
treatment in this patient?
If yes, approve indefinitely. If no, continue to 4.

4. Is the patient allergic to, intolerant of, or have a contraindication to generic SSRIs?
If yes, approve indefinitely. If no, continue to 5.

5.  Has the prescriber submitted documentation in support of the requested therapeutic use
for Effexor (venlafaxine) or Effexor XR (venlafaxine extended-release) in this patient?
If yes, pharmacist may approve indefinitely based on review of information provided. If
no, deny.

Cymbalta (duloxetine)
Initial and Renewal Evaluation
1. Is the patient’s diagnosis Major Depressive Disorder, Recurrent (ICD-9 296.3X)?
If yes, approve indefinitely. If no, continue to 2.

2.  Has the patient previously responded to Cymbalta (duloxetine) or is the patient currently
receiving and responding to Cymbalta (duloxetine) and switching could potentially cause
harm or a health risk?

If yes, approve indefinitely. If no, continue to 3.

3. Is the patient’s diagnosis neuropathic pain?
If yes, continue to 6. If no, continue to 4.

4.  Does the patient’s past prescription history include the use of a generic SSRI for
treatment in this patient?
If yes, approve indefinitely. If no, continue to 5.

5. Is the patient allergic to, intolerant of, or have a contraindication to generic SSRIs?
If yes, approve indefinitely. If no, continue to 8.

6. Has the patient tried and failed one of the following agents; 1) a tricyclic antidepressant -
amitriptyline, nortriptyline, desipramine or imipramine, 2) gabapentin?
If yes, approve indefinitely. If no, continue to question 7.
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7. Does the patient have an allergy, intolerance, or contraindication to one of the agents
listed above in 6?
If yes, approve indefinitely. If no, continue to 8.

8.  Has the prescriber submitted documentation in support of the requested therapeutic use
for Cymbalta (duloxetine) in this patient?
If yes, pharmacist may approve indefinitely based on review of information provided. If
no, deny.

CONCLUSION

Electronic claims edit electronic edits are designed to identify patients electronically by
their medication history. The duloxetine and venlafaxine edit allows for automatic
payment of claims when the patient’s medication history indicates prior use of a generic
SSRI bypassing the manual PA process. The edit also allows for automatic payment if a
medical diagnosis of Major Depressive Disorder, Recurrent is documented. The PA
process provides a member-specific review process where practitioner provided patient-
specific parameters are taken into consideration when reviewed. The electronic claims
edit protocol for duloxetine and venlafaxine optimizes the utilization of generic SSRIs or
generic alternatives for neuropathic pain for the individual benefit plan.
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