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 Comparable Products   Preferred Drug List Status 
 Buproprion               Preferred  
SNRIs     Preferred            
SSRIs                Preferred 

Pharmacology/Usage:  Auvelity® is a combination of dextromethorphan hydrobromide (an uncompetitive 
NMDA receptor antagonist and sigma 1 receptor agonist) and bupropion HCl (an aminoketone and CYP450 2D6 
inhibitor). 

The mechanism of dextromethorphan in the treatment of MDD is unclear. The mechanism of action of bupropion 
in the treatment of MDD is unclear; however, it may be related to noradrenergic and/or dopaminergic reuptake 
mechanisms. Bupropion increases plasma levels of dextromethorphan by competitively inhibiting CYP2D6, which 
catalyzes a major biotransformation pathway for dextromethorphan. Bupropion is a relatively weak inhibitor of the 
neuronal reuptake of norepinephrine and dopamine and does not inhibit monoamine oxidase or the reuptake of 
serotonin.     

Indication: For the treatment of major depressive disorder (MDD) in adults.    

There is no pregnancy category for this medication; however, the risk summary indicates that based on animal 
studies, Auvelity® may cause fetal harm when administered during pregnancy. Auvelity® is not recommended during 
pregnancy. If a female becomes pregnant while being treated with Auvelity®, discontinue treatment and counsel the 
patient about the potential risk to a fetus. There is a pregnancy exposure registry that monitors pregnancy outcomes 
in women exposed to antidepressants, including Auvelity®, during pregnancy. Healthcare providers are encouraged 
to register patients by contacting the National Pregnancy Registry for Antidepressants at 1-866-961-2388 or online 
at https://womensmentalhealth.org/research/pregnancyregistry/antidepressants. There are risks to the mother 
associated with untreated depression in pregnancy. The safety and efficacy of use in the pediatric population have 
not been established. 

Dosage Form:  Extended-release Tablets: 45mg dextromethorphan hydrobromide & 105mg bupropion HCl.  
Swallow tablets whole, do not crush, divide, or chew.  

Each tablet contains 45mg dextromethorphan in an immediate-release formulation and 105mg bupropion in an 
extended-release formulation.  

Recommended Dosage:   Prior to initiating and during treatment with Auvelity®: 

• Assess blood pressure and monitor periodically during treatment. 
• Screen patients for a personal or family history of bipolar disorder, mania, or hypomania. 
• Screen patients to determine if they are receiving any other medications that contain bupropion or 

dextromethorphan.  

https://womensmentalhealth.org/research/pregnancyregistry/antidepressants
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The recommended starting dosage of Auvelity® is one tablet QAM. After 3 days, increase to the maximum 
recommended dosage of one tablet BID, given at least 8 hours apart. Do not exceed two doses within the same 
day. Administer with or without food. 

The recommended dosage for patients known to be poor CYP2D6 metabolizers is one tablet QAM. 

The recommended dosage in patients with moderate renal impairment (eGFR 30 to 59ml/min/1.73m2) is one tablet 
QAM. Auvelity® is not recommended in patients with severe renal impairment. Dose adjustment is not 
recommended in patients with mild or moderate hepatic impairment; however, use is not recommended in patients 
with severe hepatic impairment. 

Drug Interactions:   Auvelity® is contraindicated in patients taking MAO inhibitors or in patients who have taken 
MAO inhibitors within the preceding 14 days. Allow at least 14 days after stopping Auvelity® before starting an 
MAO inhibitor. 

Concomitant use of Auvelity® with other serotonergic drugs increases the risk of serotonin syndrome. Monitor for 
symptoms of serotonin syndrome when Auvelity® is used concomitantly with other drugs that may affect the 
serotonergic neurotransmitter systems. 

Use caution when administering Auvelity® concomitantly with drugs that lower the seizure threshold. Discontinue 
Auvelity® and do not restart treatment if the patient experiences a seizure. 

Dosage adjustment is necessary when Auvelity® is co-administered with strong inhibitors of CYP2D6. The 
recommended dosage of Auvelity® when co-administered with strong CYP2D6 inhibitors is one tablet QAM. 
Monitor patients for adverse reactions potentially attributable to dextromethorphan, such as somnolence or 
dizziness. 

Avoid the co-administration of Auvelity® with strong inducers of CYP2B6. Consider alternatives to strong CYP2B6 
inducers if needed. 

When using Auvelity® concomitantly with CYP2D6 substrates, it may be necessary to decrease the dose of CYP2D6 
substates, particularly for drugs with a narrow therapeutic index. Patients treated concomitantly with Auvelity® may 
require increased doses of drugs that require activation by CYP2D6 to be effective. 

Monitor plasma digoxin levels in patients treated concomitantly with Auvelity® and digoxin. 

Use caution when administering Auvelity® concomitantly with dopaminergic drugs. 

Consumption of alcohol should be minimized or avoided during treatment with Auvelity®. 

False-positive urine immunoassay screening tests for amphetamines have been reported in patients taking bupropion. 
This is due to the lack of specificity of some screening tests. False positive test results may result even following 
discontinuation of bupropion therapy. Confirmatory tests will distinguish bupropion from amphetamines. 

Box Warning:   Auvelity® has a box warning regarding suicidal thoughts and behaviors. Antidepressants increased 
the risk of suicidal thoughts and behaviors in pediatric and young adult patients in short-term studies. Closely monitor 
all antidepressant-treated patients for clinical worsening, and emergence of suicidal thoughts and behaviors. 
Auvelity® is not approved for use in pediatric patients. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Auvelity®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was the same 
as or less than placebo. The most frequently reported adverse events included dizziness (10%), nausea (4%), headache 
(4%), diarrhea (4%), somnolence (4%), dry mouth (4%), sexual dysfunction (6%), hyperhidrosis (5%), anxiety (3%), 
constipation (2%), decreased appetite (3%), insomnia (2%), arthralgia (3%), fatigue (1%), paresthesia (3%), and blurred 
vision (3%). 

Bupropion can cause seizures. The risk of seizure with bupropion is dose-related. Because the risk of seizure with 
bupropion is dose-related, screen patients for use of other bupropion-containing products prior to starting 
Auvelity®. If concomitant use of Auvelity® with other bupropion-containing products is clinically warranted, inform 
patients of the risk. Discontinue Auvelity® and do not restart treatment if the patient experiences a seizure. 
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Bupropion can cause elevated blood pressure and hypertension. The risk of hypertension is increased if Auvelity® 
is used concomitantly with MAO inhibitors or other drugs that increase dopaminergic or noradrenergic activity. 
Assess blood pressure prior to starting treatment, and periodically monitor blood pressure during treatment with 
Auvelity®. 

Antidepressant treatment can precipitate a manic, mixed, or hypomanic manic episode. The risk appears to be 
increased in patients with bipolar disorder or who have risk factors for bipolar disorder. Screen patients for a history 
of bipolar disorder and the presence of risk factors for bipolar disorder prior to starting treatment. Auvelity® is not 
approved for use in treating bipolar depression. 

Depressed patients treated with bupropion have had a variety of neuropsychiatric signs and symptoms. Some of 
these patients had a diagnosis of bipolar disorder. Dextromethorphan overdose can cause toxic psychosis, stupor, 
coma, and hyperexcitability. Because the risks of neuropsychiatric reactions are dose-related, screen patients for use 
of other bupropion- or dextromethorphan-containing products prior to starting Auvelity®.  

The pupillary dilation that occurs after the use of many antidepressants, including bupropion, may trigger an angle 
closure attack in a patient with anatomically narrow angles who does not have a patent iridectomy. Avoid use of 
antidepressants, including Auvelity®, in patients with untreated anatomically narrow angles.  

As Auvelity® may cause dizziness, take precautions to reduce the risks of falls, especially for patients with  motor 
impairment affecting gait or those with a history of falls. Caution patients about operating hazardous machinery, 
including motor vehicles, until they are reasonably certain that Auvelity® therapy does not affect them adversely. 

Concomitant use of Auvelity® with SSRIs or TCAs may cause serotonin syndrome. Prior to starting Auvelity®, 
screen patients for use of other dextromethorphan-containing products. If concomitant use of Auvelity® with other 
serotonergic drugs is clinically warranted, inform patients of the increased risk of serotonin syndrome and monitor 
for symptoms. 

 

Contraindications:  In patients: 

• With a seizure disorder. 
• With a current or prior diagnosis of bulimia or anorexia nervosa as a higher incidence of seizures was 

observed in such patients treated with the immediate-release formulation of bupropion. 
• Undergoing abrupt discontinuation of alcohol, benzodiazepines, barbiturates, and antiepileptic drugs. 
• Taking, or within 14 days of stopping, MAO inhibitors due to the risk of serious and possibly fatal drug 

interactions. Starting Auvelity® in a patient treated with reversible MAOIs such as linezolid and IV methylene 
blue is contraindicated. 

• With known hypersensitivity to bupropion, dextromethorphan, or other components of the product. 

Manufacturer:   Axsome Therapeutics, Inc. 

Analysis:  The efficacy of Auvelity® for the treatment of MDD in adults was demonstrated in a placebo-controlled 
clinical study (Study 1) and confirmatory evidence included a second study comparing Auvelity® to bupropion HCl 
SR tablets (Study 2). In Study 1, adult patients (18 to 65 years of age) who met the DSM 5 criteria for MDD were 
randomized to Auvelity® (45mg of dextromethorphan and 105mg of bupropion) BID (N=156) or placebo BID 
(N=162) for 6 weeks. Patients in this study had a median age of 41 years, while 67% were female and 55% were 
Caucasian. 

The primary outcome measure was the change from baseline to week 6 in the total score of the Montgomery-
Asberg Depression Rating Scale (MADRS). The MADRS is a clinician-rated scale used to assess the severity of 
depressive symptoms. Patients are rated on 10 items to assess feelings of sadness, inner tension, reduced sleep or 
appetite, difficulty concentrating, lassitude, lack of interest, pessimism, and suicidality. Scores on the MADRS range 
from 0 to 60, with higher scores indicating more severe depression. Results suggested that Auvelity® was statistically 
significantly superior to placebo in improvement of depressive symptoms as measured by a decrease in MADRS total 
score at week 6. Results are presented in the table below, which was adapted from the prescribing information. 
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Study Treatment Mean Baseline 
Score 

LS Mean Change from 
baseline LS Mean difference 

Study 1 
Auvelity® (N=156) 33.6 -15.9 -3.9 

Placebo (N=162) 33.2 -12.1  

The change in MADRS total score from baseline to week 1 and from baseline to week 2 were pre-specified 
secondary efficacy endpoints. The difference between Auvelity® and placebo in change from baseline in MADRS 
total score was statistically significant at week 1 and week 2. 

In Study 2, patients with MDD were randomized to receive Auvelity® or bupropion HCl SR tablets 105mg BID for 
6 weeks. The primary outcome measure was calculated by assessing the change from baseline in total MADRS score 
at each on-site visit from week 1 to week 6 and then taking the average of those scores. The results of the study 
demonstrated that dextromethorphan contributes to the antidepressant properties of Auvelity®. 

Place in Therapy:  Auvelity® is a fixed-dose combination tablet consisting of dextromethorphan and bupropion 
indicated for the treatment of major depressive disorder (MDD) in adults. In a 6-week, placebo-controlled study 
that compared Auvelity® with placebo, Auvelity® was statistically significantly superior to placebo in improvement 
of depressive symptoms as measured by a decrease in MADRS total score at week 6. Per the manufacturer’s website, 
“it’s the first and only rapid-acting oral antidepressant labeled to start working at 1 week.” In study 1, the difference 
between Auvelity® and placebo in change from baseline in MADRS total score was statistically significant at week 1 
and at week 2. In addition, in a second study comparing Auvelity® with bupropion SR tablets, the results of the study 
demonstrated that dextromethorphan contributes to the antidepressant properties of Auvelity®. Per the full-text 
of study 2 by Tabuteau et al3, the mean change from baseline in MADRS score over weeks 1-6 was significantly 
greater with dextromethorphan-bupropion 45mg/105mg BID than with bupropion 105mg BID (-13.7 points vs -8.8 
points). In addition, the MADRS score change with dextromethorphan-bupropion was significantly greater than with 
bupropion at week 2 and every time point thereafter. Bupropion, the active comparator in study 2, dose is noted 
to have been administered in the low therapeutic range.  

There is currently some evidence to suggest that Auvelity® may be more effective than bupropion monotherapy 
for the primary endpoint of mean change from baseline in MADRS score for weeks 1-6; however, there is no 
evidence at this time to support that Auvelity® is safer or more effective than the other currently preferred, more 
cost-effective medications, including using the combination of the individual components. The individual components 
of Auvelity® have been generically available for many years. There are no studies identified which directly compare 
Auvelity® to any other antidepressant, or that demonstrate the superiority of this agent over any other 
antidepressant. It is therefore recommended that Auvelity® remain non-preferred and require prior authorization 
and be available to those who are unable to tolerate or who have failed on preferred medications.   

PDL Placement:        Preferred 
    Non-Preferred with Conditions 
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