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Name: Bupropion

    Synonym: Immediate Release (Generic)

    Synonym: Wellbutrin 

    Synonym: Wellbutrin SR and XL

    Synonym: Zyban 

Uses

Appropriate Indications:

1. Bupropion is indicated for the first-line treatment of depression in patients without   a concomitant anxiety disorder.

2. To aid in cigarette smoking cessation in combination with the VAMC Smoking Cessation Class, or in motivated patients unable to attend the class who are monitored closely by their provider.

Inappropriate Uses:

1. Patient with a seizure disorder or any history of seizures.

2. Patient with known or suspected bulimia or anorexia nervosa.

3. Patients on MAO inhibitors.

4. Patients with excessive alcohol use or during alcohol withdrawal.

Formulary Restrictions

Because of cost differences, all new patients should be started on generic bupropion immediate release.  Patients on < 300mg of bupropion SR should be converted to IR, if not previously attempted. A new Rx must be written with “DO NOT SUBSTITUTE” in the provider comments if the SR formulation is required or Pharmacy Service has been authorized to substitute the IR form.

For Smoking Cessation

1. Restricted to medical center Smoking Cessation Class and/or closely monitored by a provider. (1)

2. Use bupropion IR initially for the treatment of smoking cessation. If patient experiences intolerable side effects, may give trial of SR formulation.

3. Not for continued use after patient has failed to quit smoking by week 7

4.   If effective, long-term smoking cessation pharmacotherapy may be considered as   a strategy to reduce the likelihood of relapse
http://www.surgeongeneral.gov/tobacco/treating_tobacco_use.pdf   (2)
For The Treatment Of Major Depression

1.  Use Bupropion IR initially for the treatment of depression. If patient experiences intolerable side effects, may give trial of SR formulation.

Drug Therapy Selection 

Bupropion inhibits the reuptake of norepinephrine and dopamine. It does not directly affect serotonin levels.  The effectiveness of bupropion in the treatment of depression is similar to that of the SSRIs and TCAs. It is also very useful in cases of severe depression characterized by extreme fatigue, lethargy, and psychomotor retardation.  The activity of dopamine-releasing and norepinephrine-releasing neurons hypothesized to mediate the rewarding effects of nicotine and the aversive state of nicotine withdrawal is thought to explain the effect of bupropion in smoking cessation.

     
Two studies were conducted on the effects of immediate release (IR) bupropion in smoking cessation.(3,4)  At 12 months a large % of patients treated with bupropion were abstinent.  All studies used a dose of bupropion IR 300mg/d compared to placebo.  Based on these promising findings, the manufacturer undertook a program of many bupropion SR trials for smoking cessation.  Pooled results from the IR and SR studies of 12-month abstinence in placebo controlled trials gives an estimated odds ratio of 1.97 (95% CI 1.67-2.34) (5)

           Evidence exists for the use of bupropion in smoking cessation among difficult patients who are hard-core smokers, those with CVD, COPD, and depression.(6)  Serious side effects of bupropion use are rare.  The major safety issue with bupropion is risk of seizures (estimated at approximately 0.1%) and it should not be prescribed to patients with a current seizure disorder of any history of seizures.  In clinical trials of bupropion for smoking cessation no seizures were reported.(7) (see Safety 1. below)

     
  Only one published study comparing efficacy of bupropion to NRT has been done.(8)  Significantly higher point prevalence abstinence rates were found for bupropion alone and bupropion and patches combined at 6 months and 12 months compared to both placebo and patch alone. 

     
Based on data presented by Hurt(9) there is no statistically significant difference in quit rates at one year between a daily dose of 150mg or 300mg of the sustained-release bupropion. At twelve months, the percentage of subjects not smoking was the same for patients receiving 150mg or 300mg per day of bupropion (15% vs. 15% respectively).  Weight gain between the two doses (4.4kg vs. 4.5kg respectively) was the same at six months.  Therefore, the VISN 21 P&T committee recommends using bupropion IR either 100mg BID, two 75mg tabs BID, 1½  100mg tabs BID or 100mg TID with or without nicotine patch replacement for smoking cessation.

     
During chronic administration of bupropion hydrochloride as conventional or extended-release tablets at a dosage of 100 mg tid or 150 mg bid, respectively, peak plasma concentrations of the drug at steady state with the SR tablets were about 85% of measurements for the conventional tablet.  Equivalence in area under the plasma concentration-time curve (AUC) of bupropion was shown, demonstrating that at steady state the conventional and SR tablets are essentially bioequivalent.  During chronic administration of bupropion with dosages of 300mg to 450 mg daily, linear pharmacokinetics were seen with an average half-life of 21 hours.(10) 

Safety

1. May produce dose-related CNS stimulation and lower seizure threshold. Use with caution when patients are on other drugs known to lower the seizure threshold. 
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2.   Bupropion use is contraindicated in patients with seizure disorders, diagnosis or history of bulimia, anorexia nervosa, or patients taking MAO-I therapy.

3.   Use caution in patients with renal or hepatic impairment, history of psychosis or mania,  history of head trauma with a loss of consciousness, and excessive alcohol use.

4.   Bupropion does not have anticholinergic side effects and has little incidence of orthostatic hypotension. It appears to be safe in patients with pre-existing heart disease.  It may occasionally cause some cardiovascular side effects such as tachycardia, hypertension, and syncope.  Other side effects include sedation, dizziness, insomnia, constipation, and weight loss. Sexual dysfunction is rare from bupropion. 

 5.  Bupropion has the potential to exacerbate an underlying anxiety disorder.

Cost

	Drug
	Cost/Pill
	30 day supply 100mg/d
	30 day supply 150mg/d
	30 day supply 300mg/d
	

	Bupropion 75mg
	$0.10
	-------
	$6.27
	$12.54
	

	Bupropion 100mg
	$0.13
	$4.00
	-------
	$11.99
	

	Wellbutrin SR 100mg
	$0.91
	$27.30
	-------
	$81.90
	

	Wellbutrin SR or Zyban 150mg
	$0.98
	-------
	$29.40
	$58.80
	

	Wellbutrin XL 150mg
	$1.35  
	
	$40.50
	
	

	Wellbutrin XL 300mg
	$1.86
	
	
	$55.80
	


Dosing

For the treatment of major depression

75 mg IR TID or 100 mg BID titrating up; maximum 450 mg per day; do not increase by greater than 100 mg every 3 days; maximum single dose is 150 mg.

For the treatment of major depression in patients who fail IR bupropion:

150 mg SR QD, titrating up to BID no earlier than day 4 of therapy. Maximum is 400 mg per day, given as 200 mg BID, for those in whom no clinical improvement is seen at 300 mg per day.

 Dosing for smoking cessation 

    Week 1       Bupropion IR 75-100mg BID ***patient stops smoking on day 7***

    Weeks 2-8  continue Bupropion IR 100mg BID or increase to                

 

(Two) 75mg BID, 1 1/2 100mg tabs BID or 100mg TID   


If a patient has not made significant progress towards abstinence by week 7 of therapy with bupropion (Rx for one month with one refill), it is unlikely that he or she will quit during that attempt; discontinue treatment.  Dose tapering of bupropion is not required when discontinuing treatment.  

    
 It is important that patients continue to receive counseling and support throughout treatment with bupropion and for a period of time following treatment. If bupropion treatment is initiated in the Primary Care clinics (e.g. patient unable to come to the Smoking Cessation Class), it is the responsibility of the prescriber to see that the patient is seen in clinic after the 8-week treatment to assess efficacy of the drug.  The prescriber should provide counseling and support during the 8-week drug treatment to improve the patient's likelihood of cessation.

Drug - Drug/Drug-Food Interactions

1.  Alcohol - concurrent use or cessation of chronic alcohol during therapy may lower        seizure threshold.

   2.   Antidepressants, antipsychotics, lithium, phenothiazines, and thioxanthenes (e.g. thiothixene)– may lower seizure threshold with concurrent use.

   3.   Bupropion should not be used with MAO-Is.  MAO-Is should be discontinued at least 14 days prior to the initiation of bupropion therapy.

   4.   Concurrent use with levodopa may result in increased adverse reactions.

   5.  The active metabolite of bupropion is hydroxybupropion, and it is unknown if the following potential interactions would apply to hydroxybupropion. Inhibitors of CYP2B6 and CYP2D6 isoenzymes may affect bupropion metabolism. Enzyme inducers such as carbamazepine, phenytoin, and phenobarbital may lower serum bupropion levels, and enzyme inhibitors such as cimetidine and ritonavir may increase bupropion levels, which could increase the incidence of dose-related side effects, including seizures.  It is unknown if this interaction exists with other protease inhibitors.

Recommended Monitoring

     Clinical

    1.  Patient should be monitored through Smoking Cessation Class or by their primary providers for persistent smoking.

    2.  When possible, continued smoking cessation should be confirmed with a breath carbon monoxide level (<6ppm) available through Smoking Cessation Class. 

Outcome Measures

    Therapeutic

    1.  Resolution of nicotine addiction and its symptoms.

    2.  Smoking cessation (initial and long-term).

    3.  Resolution of symptoms of depression

    Safety/Adverse Effect

    1.   Agitation (jitteriness)

    2.   Anxiety exacerbation 

    3.   Fast or irregular heartbeat

    4.   Headache, dizziness, insomnia, dry mouth

    5.   Seizures

6. Skin rash
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