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Abstract: Bupropion is an antidepressant
that has noradrenergic and dopaminergic
effects, being a weak dopamine reuptake
inhibitor. increasingly used as an adjuvant
for the treatment of depression, which is
rarely used in monotherapy. In this context,
the aim of this study was to compile the
literature and compare the effectiveness of
the norepinephrine-dopamine  reuptake
inhibitor bupropion with selective serotonin
reuptake inhibitors in the treatment of major
depressive disorder. Sungo the results, which
was performed and 147 patients, with an
average age of 41.7 years, dividing them into
three groups randomly to be treated with a
different drug, the first with bupropion with
51 patients, the second with sertraline with
58 patients and the third with venlafaxine 65
patients. Regarding the rate of remission of
symptoms, there was no statistical difference
between the groups at week 10 of treatment.
This review corroborates that there is a benefit
of bupropion as an adjuvant in the treatment
of patients who have depressive disorder and
bipolar affective disorder. However, bupropion
showed excellent results associated with
antidepressants compared to other treatments
with monotherapy, which did not reduce 50%
of the Montgomery-Asberg depression scale
score.
Keywords:
Antidepressant.

Bupropion; Depression;

INTRODUCTION

According to the Diagnostic and Statistical
Manual of Mental Disorders (DMS-5) major
depressive disorder manifestations come as a
decline in energy, appetite and sleep quality,
depressive disorders also rob individuals of
the pleasure they previously derived from
activities. Feelings of guilt may also subside
when confronted. The cumulative effects of
these symptoms can impede daily functioning
and lead to emotional distress. Making
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decisions becomes an arduous task, making
regular activities challenging and often
compromising quality of life.(BORGES et al.,
2022)

However, to treat depression, there
are several drugs available that work by
inhibiting selective serotonin reuptake
(SSRI) or increasing the bioavailability of
neurotransmitters in the central nervous
system. (FANG et al.,, 2011). Bupropion is
an antidepressant that has noradrenergic
and dopaminergic effects, being a weak
inhibitor of dopamine reuptake (DA). it has
been increasingly used as an adjuvant for the
treatment of depression, which is rarely used
in monotherapy. (POST et al., 2006). It is
evident that the number of prescriptions for
these drugs in developed countries has been
growing since 1990, has become abusive
and irrational. According to the bulletin
published by the National Controlled
Products Management System (SNGPC).
(FORNARO et al., 2014).

Worldwide, according to the World Health
Organization (WHO) estimates that 121
million people are affected by depression, of
which less than 25% have access to effective
treatments. WHO projections indicate that
depression will be the second leading cause
of disability in 2020. Approximately 5.8%
of the Brazilian population is currently
depressed. This number is greater than 11.5
million cases in all, which is the highest
rate in the Americas, second only to the
United States. The survey also showed that
Ukraine, Australia and Estonia had higher
rates of depression than any other American
country; 6.3%, 5.9% and 5.9%, respectively,
were the results of these countries, which are
home to 17.4%, 14.1% and 14.1% of all cases
in American depression surveys. (BRASIL,
2022)

Recently, research on the mental health
of the general population is at the heart.

However, this review aims to highlight this
process, as it subsidizes the development
of more effective actions and treatments
aimed at communities. In this context,
the aim of this study was to compile the
literature and compare the effectiveness of
the norepinephrine-dopamine reuptake
inhibitor bupropion with selective serotonin
reuptake inhibitors (SSRIs) in the treatment
of major depressive disorder (MDD).

METHODOLOGY

This is an integrative review study
that was designed based on the criteria
established in the Preferred Reporting Items
for Systematic Reviews and Meta-Analyses
(PRISMA) guide, considering the flow
diagram and the PRISMA checklist. Thus,
from the guiding question: “Is the use of
bupropion in combination with serotonin
reuptake inhibitors effective in the treatment
of depressive disorder?” the articles were
searched.

Keywords were defined according to the
PICOS model as follows:

1. Population: people with depression;

2. Intervention: use of bupropion and
antidepressants;

3. Comparative: control (placebo or

antidepressants);

4. Results (variables): improvement in
the clinical picture of depression with
remission of symptoms;

5. Study design: clinical trial studies.

LITERATURE SEARCH

The survey of articles was carried out in
the following databases: Medline/BVS and
Medline/Pubmed. The following descriptors
and their combinations in Portuguese and
English were used to search for articles:
“Bupropion AND Antidepressants AND
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Treatment AND Depression // Bupropion
AND Antidepressants AND Treatment AND
Depression”.

INCLUSION
CRITERIA

The selection of articles was guided
by inclusion and exclusion criteria. The
inclusion criteria defined for the selection
of articles articles published in
Portuguese, English; original articles in full
that portray the theme related to the review
and articles published and indexed in the
aforementioned databases in the last 20 years.

The exclusion criteria defined for the
selection of articles non-original
articles, dissertations and theses, articles that
addressed the subject, but from a different
point of view.

AND EXCLUSION

were:

were

IDENTIFICATION AND SELECTION
OF STUDIES

After applying the inclusion and exclusion
criteria, the articles were identified. The
screening of studies was carried out by reading
and analyzing the titles and abstracts of all
articles identified in each database, guided
by the adopted inclusion and exclusion
criteria. In the eligibility phase, after defining
the articles to be included in each database,
duplicate articles were excluded.

RESULTS

A total of 458 studies were identified
according to our search strategy. Among
them, presented two duplicate. After applying
the adopted inclusion and exclusion criteria,
128 studies in Medline/VHL reading and 217
studies in Medline/Pubmed were excluded,
with a total of 345 articles. Then the titles and
abstracts were read, 62 of the 84 references
were excluded based on the eligibility
criteria. Thus, 22 references were selected

for full text evaluation. Finally, four articles
were eligible for qualitative evaluation. The
selection process for identifying eligible
studies included in the review, shown in
figure 1.

The main characteristics of the included
studies are shown in Table 1. In the study by
Post et al.! (2006), which was carried out and
147 patients, with an average age of 41.7 years,
dividing them into three groups randomly
to be treated with a different drug, the first
with bupropion with 51 patients, the second
with sertraline with 58 patients and the third
with venlafaxine 65 patients. Regarding the
rate of remission of symptoms, there was no
statistical difference between the groups at
week 10 of treatment.

It is also worth considering, in line with
Michael’s essay et al.? (2006), which involved
342 patients, divided into 168 who received
bupropion and 174 who received venlafaxine,
40% of the total number of subjects were
male. It was possible to notice at the 12th
week in the bupropion group a statistical
difference in relation to remission favorable to
the symptoms.

Regarding Hewett et al.’> (2009), involving
571 patients divided into three groups with
a mean age of 41.8 and standard deviation
of 11.56 the therapeutic proposal using
bupropion evenlafaxine compared with the
placebo group showed more efficacy with p
less than 0.05, during 8 weeks of treatment.

Finally, it is noted, according to Gaurav et
al.3 (2012), that it consisted of a sample of
60 people divided into two groups equally,
with group A receiving antidepressants
plus placebo while group B received
antidepressants plus bupropion . It is evident
that the group that received the intervention
showed significance compared to the control
group in three weeks by the Montgomery
Asberg depression scale (MARDS).

_—_—.



Identification of studies through the database

Register identified through data
search, according to the
descriptors:
Total n=458

(MEDLINE/PUBMED n = 275)
(MEDLINE/BVS n = 183)

L 4

Selected records (n = 84)

Y

Deleted records: n =345
Medline/Pubmed

Full Text =253
Portuguese and English =176
In the last 10 years = 57

Clinical trial = 66
Total excluded = 217
Medline/BVS

Full Text =253

Portuguese and English=267
In the last 10 years = 103
Clinical  trial = 68
Total excluded = 128

Reports  evaluated  for

reading in full (n=22) ¥

l

Study reports included by
the authors (n=4)

Deleted records:

Articles that are not related
to the theme (n= 16).
Duplicate (n=2)

Figure 1: Flowchart for selection process, identification, screening, eligibility and included.




inhibitor (SSRI) in
patients with partial
response major
depressive disorder.

to Diagnostic and
Statistical Manual
(DSM)-IV TR criteria,
who had a Hamilton
Rating Scale (HDRS)
score. ) =16 after

4 weeks of SSRI
treatment.

Mood switch in 2006 Clinical | Examine the In a 10-week study, All three antidepressants
bipolar depression: Trial relative acute effects | participants receiving were associated with a
comparison of of bupropion, outpatient treatment similar range of acute
venlafaxine, sertraline, and for bipolar disorder response (49-53%) and
bupropion and venlafaxine as (stratified for rapid remission (34-41%%).
sertraline. Post RM adjuncts to mood cycling) were randomly | There was a significantly
stabilizers. treated with a flexible increased risk of
dose of one of the changes in hypomania
antidepressants, or their | or mania in participants
corresponding placebos, | treated with venlafaxine
as an adjunct to the compared with
mood stabilizers. bupropion or sertraline.
A double-blind 2006 Clinical | Analyzing A total of 348 sexually The therapies resulted in
comparison between Trial bupropion XL, a active adult outpatients | similar changes on the
bupropion XL and norepinephrine- with depression were 17-item Hamilton Rating
venlafaxine XR: dopamine reuptake | randomized to receive Scale for Depression,
sexual functioning, inhibitor, and bupropion XL (titrated remission rates were
antidepressant venlafaxine XR, to a target dose of 300- significantly higher
efficay, and a serotonin- 450 mg/d) or venlafaxine | among those treated with
tolerability. norepinephrine XR (titrated to a target bupropion XL (46%)
Michael E Thase reuptake inhibitor, dose of 150-225 mg/d for | versus venlafaxine XR
were compared for 12 weeks. (33%) (radio odds, 193%;
sexual functioning, 95% confidence interval,
efficacy, and 1.07-3.46).
tolerability.
Eight-Week, placebo- 2009 Clinical | The efficacy, safety, | Adults meeting DSM-IV | The mean changes
controlled, double- Trial and tolerability criteria for MDD with from baseline at week
blind comparison of of bupropion XR aminimum 17-item 8 (LOCF) in the
the antidepressant and venlafaxine Hamilton Rating Scale MADRS total score
efficacy and XR were evaluated for Depression (HAMD) | were statistically
tolerability of and compared with | total score > or = 18 significant for patients
bupropion XR and placebo in adult were randomized to on bupropion XR
venlafaxine XR. K outpatients with eight weeks of double- and venlafaxine XR
Hewett major depressive blind treatment with compared to the
disorder (MDD). bupropion XR (150 mg/ | placebo group: -16.0 for
day), venlafaxine XR (75 | bupropion XR (P = 0.006
mg/day) or placebo. vs placebo) , -17.1 for
venlafaxine XR (P<0.001
vs placebo) and -13.5 for
placebo.
Bupropion as na 2012 Clinical | The aim of this This prospective, The percentage decrease
augmenting agente Trial study is to evaluate | randomized, controlled, | in remitters was also
in patientes of the effects of single-blind study was | significantly greater in
depression with bupropion as conducted in sixty group B (60% according
partial response. adjunctive therapy | patients suffering to the HDRS score
Gaurav Guirez to selective from major depressive | and 63% according
serotonin reuptake | disorder according to the MADRS score)

compared to group

A (24% according to
the HDRS score and
27% according to the
MADRS score)(p<0.05),
at the end of treatment.

Table 1: Description of the selected articles with the variables: Title of study/Author, year of publication,

objectives, methodology and main results.




CONCLUSION

This review corroborates that there is a
benefit of bupropion as an adjuvant in the
treatment of patients who have depressive
disorder and bipolar affective disorder.
However, bupropion showed excellent results
associated with antidepressants compared to
other treatments with monotherapy, which
did not reduce 50% of the Montgomery-
Asberg depression scale score. Therefore, the
risk factors associated with this class of drugs
need to be investigated more closely in order
to obtain a possible effective intervention.
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