Drug Usage Criteria

Mirtazapine (Remeron()
 
I.  USES

Appropriate Indications
· Initial therapy for major depression
· Treatment of major depression in patients unable to tolerate or having sexual side effects from selective serotonin reuptake inhibitors
· Augmentation therapy with a selective serotonin reuptake inhibitor in depressive patients who require more than maximal recommended dose of SSRI.
 

Inappropriate Use
· Adjunct therapy with a selective serotonin reuptake inhibitor in depressive patients who experience insomnia with SSRI.
 
II.  FORMULARY RESTRICTION(S)
· Restricted to usage criteria
III.  DRUG THERAPY SELECTION

 Efficacy 
· In clinical trials, mirtazapine has been shown that as an antidepressant it is as effective as amitriptyline, clomipramine, and selective serotonin reuptake inhibitors (citalopram, doxepin, fluoxetine, paroxetine, sertraline, and venlafaxine).
· Mirtazapine has been shown to be effective in treating patients with major depressive disorder who experienced sexual side effects from an SSRI.  After changing therapy from an SSRI to mirtazapine, significant number of patients returned to normal sexual function and maintained their antidepressant response.
· In clinical trials comparing mirtazapine and SSRIs, mirtazapine exerted a faster onset of action than SSRIs.  Patients improved significantly in their depression symptoms in the first two or three weeks after starting mirtazapine.
· Mirtazapine has also been shown to improve symptoms associated with depression, such as anxiety and sleep disturbances in the majority of patients as early as week 1 of therapy.
Safety 
· Mirtazapine is contraindicated in patients with a known hypersensitivity to mirtazapine.
· Mirtazapine is pregnancy category C.  Use of this drug in pregnant or nursing women should be exercised with cautions.
 


Cost 
Mirtazapine 15mg - $1.20/tablet

$36.02/month supply
Mirtazapine 30mg - $1.23/tablet

$36.87/month supply
Average cost of one month therapy for commonly prescribed antidepressants:
Fluoxetine


$0.96-$1.86 

Citalopram


$15.68-$31.35 


Sertraline


$17.91-$35.81 
Paroxetine


$21.81-$43.62

IV.  DUPLICATIVE THERAPY
·  N/A
 
V.  DOSING

Initial Dosing
· The recommended initial dosing of mirtazapine is 15mg once daily in the evening before bedtime.
· Improvement of depressive symptoms may not be observed within 1 to 4 weeks of therapy.

Maintenance Dosing (this section not current on Vista, no changes)
· The effective dosage range for mirtazapine is 15 to 45 mg daily.
· Dosage adjustment should not be made at intervals of less than 1 to 2 weeks to allow sufficient time for evaluation of therapeutic response.
· The dose of mirtazapine needed to maintain remission is unknown.  Providers will need to adjust the dose of mirtazapine based on the patient’s condition and response to the medication.

Special Dosing Considerations 
· The clearance of mirtazapine was reduced in elderly patients and in patients with hepatic or renal impairment.  No dosage adjustment recommended.  Use with caution in this patient population.
VI.  DRUG-DRUG/FOOD INTERACTIONS
· Mirtazapine should not be used with any monoamine oxidase inhibitors.  Neither drug should be used within 14 days of the other.
· The metabolism of mirtazapine may be altered by inducers or inhibitors of cytochrome P450 systems such as 1A2, 2C9, 2D6, and 3A4.
· Impaired cognitive and motor skills produced by mirtazapine are additive when used concurrently with benzodiazepines or alcohol.
VII.  LABORATORY INTERACTIONS 
· None
 

VIII.  RECOMMENDED MONITORING

Clinical
· Patient should be monitored for improvement in the clinical signs and symptoms of depression.  Improvement may be observed within 1 to 4 weeks after starting therapy.  Blood pressure, pulse, and EKG monitoring should be done if the patient has CHF or arrhythmias.
Adverse Effects

· Patient should be monitored for signs of agranulocytosis or severe neutropenia such as sore throat, fever, stomatitis, other signs of infection, and a low white blood cell count.  However, routine monitoring of CBC is not recommended.
· Mirtazapine may increase ALT (SGPT) to more than 3 times upper limit in about 2% of patients.  In some patients, the enzyme returned to normal despite continuing treatment with mirtazapine.  Patients with impaired hepatic function should be monitored closely when starting therapy.
· Other common side effects of the medication included drowsiness, dry mouth, dizziness, increased appetite, weight gain, increased total cholesterol and triglyceride.

Laboratory
· Hemoglobin, hematocrit, and liver function tests periodically during therapy
 
IX.  OUTCOME MEASURES

Therapeutic

(    Improvement in the symptoms of depression
 
Safety/Adverse Effect

(    Use with caution in patients with a history of myocardial infarction and angina due to the possibility of conduction defects, arrhythmia, MI, stroke, and tachycardia.
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