CASE REPORT

Bagcilar Med Bull 2022;7(3):288-290
DOI: 10.4274/BMB.galenos.2022.2022-06-061

Abnormal Uterine Bleeding Associated with

Bupropion: A Case Report

Bupropion ile Iligkili Anormal Uterin Kanama: Olgu Sunumu
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In the literature, many cases of abnormal uterine bleeding associated
with selective serotonin reuptake inhibitors have been reported as a side
effect of antidepressant treatment. However, abnormal uterine bleeding
associated with bupropion, a norepinephrine-dopamine reuptake
inhibitor, has been reported in only two case studies to date. A 28-year-
old, oligomenorrheic female patient was admitted to the psychiatry
department with the symptoms of depression. The patient was diagnosed
with major depression and bupropion 150 mg/day was prescribed. After
the initiation of the treatment, the patient experienced mild-to-moderate
uterine bleeding, which was resolved with the discontinuation of the
drug. In the patient’'s anamnesis, it was learned that the same side effect
had developed with the previous bupropion treatment. A comprehensive
examination of the patient suggested that this adverse effect could
strongly be associated with bupropion. This case supports the view
that antidepressants can cause bleeding abnormalities, in particular
vaginal bleeding caused by bupropion usage. Physicians who prescribe
bupropion should carefully follow up their patients to identify such
adverse effects.
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Literatlirde, antidepresan tedavisi yan etkisi olarak selektif serotonin
reuptake inhibitorleri ile iligkili ok sayida anormal uterin kanama olgusu
bildirilmistir. Bir norepinefrin-dopamin geri alim inhibitori olan bupropion
ile iliskili anormal uterin kanama bu tarihe kadar sadece iki olgu
sunumunda bildirilmistir. Yirmi sekiz yasinda, oligomenoreik kadin hasta,
depresyon belirtileri ile klinigimize basvurdu. Hastaya major depresyon
tanisi konuldu ve bupropion 150 mg/gin regete edildi. Tedavinin
baslamasindan sonra hastada, ilacin kesilmesi ile diizelen hafif-orta
derecede dulzensiz uterin kanama gelisti. Hastanin anamnezinde daha
onceki bupropion tedavisi ile de ayni yan etkinin gelismis oldugu bilgisi
edinildi. Kapsamli bir inceleme sonrasinda, bu yan etkinin bupropion ile
guglu bir sekilde iliskili olabilecegi dlstinlldi. Bu olgu, antidepresanlarin
kanama anormalliklerine, ozellikle bupropion kullanimina bagl vajinal
kanamalara neden olabilecegi goriisiini desteklemektedir. Bupropion
regetesi yazan doktorlar, bu tir yan etkileri belirlemek icin hastalarini
dikkatle izlemelidirler.

Anahtar kelimeler: Anormal uterin kanama, bupropion, olgu sunumu,
yan etki

Introduction

An increasing number of studies and case reports are
involved in the literature associated with abnormal
uterine bleeding (AUB) after treatment with various
antidepressants. Most of these cases are associated with
selective serotonin reuptake inhibitors (SSRIs) (1). A
few cases of AUB have also been reported due to the use

of venlafaxine, a serotonin norepinephrine reuptake
inhibitor (2). To date, a case series of two patients with AUB
associated with bupropion, a norepinephrine dopamine
reuptake inhibitor, has been found in the literature. In this
case series, it was reported that bupropion caused irregular
and increased menstrual bleeding in one patient, and
shortened cycles and secondary amenorrhea in the other
patient (3). In this article, a patient who was treated with
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bupropion for depression and developed AUB as a side
effect is presented.

Case Report

A 28-year-old woman was presented to our psychiatry
clinic with the symptoms of depression, including feeling
down, aversion, nervous temperaments, obliviousness,
pessimistic thoughts and reluctance to social interaction.
The patient was diagnosed with major depression. Her Beck
depression scale (BDS) score was 24. In her anamnesis,
it was learned that she had applied to a psychiatrist with
the diagnosis of depressive disorder one year ago, and 150
mg/day bupropion treatment had been started, which had
been increased to 300 mg/day at the 2*d month. The patient
stated that she had AUB that had lasted for 15-20 days,
except for menstrual bleeding, during the entire treatment,
but she had not told her doctor about this. Within the sixth
month of the treatment, the patient had stopped taking
the medication due to the increased amount and duration
of the bleeding. Fifteen days later, the patient’s AUB had
been resolved. She had had regular menstrual periods
for the following 1 year. The patient, whose depressive
symptoms had recurred after a one-year drug-free period,
was admitted to the psychiatry clinic of our hospital this
time. Based on her history, the patient was evaluated by
the gynecology clinic of our hospital. No pathology was
observed in the gynecological examination. We prescribed
bupropion 150 mg/day. At the one-month visit after the
initiation of the treatment, there was a reduction in her
depressive symptoms and BDS score was fourteen. She
also reported that, apart from normal menstrual bleeding,
she had vaginal bleeding that lasted for four days. At
the end of the third month, her depressive symptoms
disappeared and she noted that the duration and intensity
of her vaginal bleeding were the same as in the first month.
Thereupon, the patient was evaluated gynecologically
again. Her coagulation parameters and serum hormone
levels were found to be normal. No pathology was observed
as a result of the endometrial sampling performed under
office hysteroscopy. After the fourth month, the patient
discontinued her treatment because she thought she got
better. Although we informed the patient on the potential
risks of quitting the medication and strongly advised her
to continue the treatment, she refused to receive it. We
followed the patient for the next six months for depression
and menstrual cycles. During this period, we observed that
the patient's depression symptoms and AUB did not recur.

Discussion

Numerous mechanisms about how antidepressants
can cause bleeding abnormalities have been suggested
in previous research. Serotonin (5-HT) is important in
platelet aggregation and the modulation of vascular tone.
SSRIs block platelet uptake and endothelial metabolism of
serotonin and use of these agents may result in bleeding
and vasospastic complications (4). Serotonin is found in
the reproductive tract of female mammals, including the
ovaries, follicular fluid, mature oocytes, and cumulus cells,
and its concentration changes during the menstrual cycle
and it is involved in the modulation of follicular maturation
(5). Antidepressants with serotonergic effects may cause
vaginal bleeding due to their effects on gonadal hormones (1).
With respect to this case, the above-mentioned case raises
the question whether bupropion exhibits any serotonergic
activities. A study with rats has provided evidence that all
neurotransmitter levels (dopamine, norepinephrine, and
serotonin) have significantly increased after bupropion
injection (6). Medications that influence the dopaminergic
and norepinephrinergic systems can presumably increase
5-HT transmission (7). These findings favor the notion
that bupropion can demonstrate serotonergic effects and
may cause bleeding abnormalities through modulation
of gonadal hormones. We also explored the relationship
between dopamine and norepinephrine reuptake and
vaginal bleeding. An in vitro study demonstrates that the
therapeutic concentration of the selective norepinephrine
reuptake inhibitor desipramine inhibits serotonin uptake in
platelets and that the 5-HT content in platelets is reduced by
38% compared to pretreatment levels in depressed patients
(8). It has also been found that increasing dopaminergic
neurotransmission can impair platelet functions, although
the mechanism has not been clarified (9).

We have concluded that the AUB that developed in the
patient might be related to the use of bupropion because,
without an underlying organic reason, vaginal bleeding
started after each bupropion use and was resolved after
the discontinuation of the drug. More research is needed
to fully understand how antidepressants cause bleeding
abnormalities, and patients using bupropion should be
carefully monitored for such side effects.

Ethics

Informed Consent: Informed consent form was signed by
the patient.

Peer-review: Externally peer-reviewed.

289



Kanarya Vardar and Kovalak.
Abnormal Uterine Bleeding due to Bupropion

Bagcilar Medical Bulletin,
Volume 7, Issue 3, September 2022

Authorship Contributions
Concept: M.K\V,, E.EK., Design: M.K.V, E.EXK., Data
Collection or Processing: M.K.V,, E.E.K., Analysis or
Interpretation: M.K.V,, E.E.K,, Literature Search: M.K.V,
E.E.K,, Writing: M.K.V,, E.E.K.

Conflict of Interest: No conflict of interest was declared by
the authors.

Financial Disclosure: The authors declared that this study
received no financial support.

References

1. Durmaz O, QCelik S. Vaginal bleeding associated with
antidepressants. Int ] Gynaecol Obstet 2015;130(3):284.

2. Linnebur SA, Saseen JJ, Pace WD. Venlafaxine-associated vaginal
bleeding. Pharmacotherapy 2002;22(5):652-655.

3. Halbreich U, Rojansky N, Bakhai Y, Wang K. Menstrual irregularities
associated with bupropion treatment. J Clin Psychiatry
1991;52(1):15-16.

4. Jensen MB, Ziff OJ, Banerjee G, Ambler G, Werring DJ. The impact

of selective serotonin reuptake inhibitors on the risk of intracranial

290

haemorrhage: A systematic review and meta-analysis. Eur Stroke J
2019;4(2):144-152.

Nikishin DA, Alyoshina NM, Semenova ML, Shmukler YB. Analysis
of Expression and Functional Activity of Aromatic L-Amino
Acid Decarboxylase (DDC) and Serotonin Transporter (SERT)
as Potential Sources of Serotonin in Mouse Ovary. Int J] Mol Sci
2019;20(12):3070.

Piacentini ME Clinckers R, Meeusen R, Sarre S, Ebinger G, Michotte
Y. Effect of bupropion on hippocampal neurotransmitters and on
peripheral hormonal concentrations in the rat. J] Applied Physiol
2003;95(2):652-656.

El Mansari M, Guiard BP, Chernoloz O, Ghanbari R, Katz N, Blier
P. Relevance of Norepinephrine-Dopamine Interactions in the
Treatment of Major Depressive Disorder. CNS Neurosci Ther
2010;16(3):el-17.

Javors MA, Houston JP, Tekell JL, Brannan SK, Frazer A. Reduction
of platelet serotonin content in depressed patients treated with
either paroxetine or desipramine. Int J Neuropsychopharmacol
20005;3(3):229-235.

Schedel A, Schloss P, Kliiter H, Bugert P. The dopamine agonism on
ADP-stimulated platelets is mediated through D2-like but not D1-
like dopamine receptors. Naunyn Schmiedebergs Arch Pharmacol
2008;378(4):431-439.



