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ABSTRACT

Introduction: Urinary retention is a side effect not commonly observed during the use of psychotropics, 
although it has been reported that 2% of acute urinary retention episodes are induced by drugs, including 
some psychotropic agents as antidepressants and antipsychotics. This report describes a case of a young adult 
with a premorbid schizoid personality disorder, who evolved with urinary retention after using combined 
therapy with haloperidol decanoate and fluoxetine.

Case Report: JFG, 24 years old, with pre-morbid schizoid personality disorder and probable intellectual 
disability, admitted to a psychiatric ward due to a severe depressive episode with loss of self-care and food 
refusal. About nine days before admission to the psychiatric ward, he had used 01 intramuscular ampoule 
of haloperidol decanoate. On admission, olanzapine 5 mg/d was prescribed (in the presence of psychotic 
symptoms: probable audiovisual hallucinations), fluoxetine 20 mg/d and Clonazepam 0.5 mg/d at night. 
After six days, olanzapine was suspended to maintain the use of haloperidol decanoate as antipsychotic 
monotherapy. On the tenth day of hospitalization, he developed dysuria, voiding effort and reduced urinary 
output, without an increase in nitrogen slag, signs of infection or other changes in the urine summary. After 
about two days without maintenance of satisfactory debt and with the exclusion of other causes, the hypothesis 
of urinary retention due to the combination of psychotropics, and fluoxetine was withdrawn, and around two 
days after the suspension of fluoxetine, the patient evolved with resolution of the urinary retention.

Discussion: It is already known that both fluoxetine and haloperidol are metabolized by the hepatic enzyme 
CYP450 2D62,3, and that fluoxetine is an important inhibitor of this same enzyme, so that their concomitant 
use, due to these pharmacokinetic interactions, predisposes to increased serum levels of both, augmenting 
adverse effects, especially in patients with a low Body Mass Index like the one of this report. Some cases with 
similarities were previously reported in the literature, including one that reported urinary retention also in 
a young patient, but due to fluoxetine and oral haloperidol combination, that was reverted after haloperidol 
discontinuation, emphasizing that this is the first report of a case of urinary retention with fluoxetine/
haloperidol combination reverted with the maintenance of haloperidol use.

Conclusion: To our knowledge, this is the first report of urinary retention with haloperidol decanoate 
associated with fluoxetine, reverted after discontinuation of fluoxetine and maintenance of haloperidol, 
considering that haloperidol couldn’t be suspended because of its long-acting presentation. This report 
emphasizes the importance of the knowledge of pharmacokinetic interactions in the management of 
psychiatric patients, by bringing an infrequent side effect, managed with the help of the concepts of drug 
interactions.
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Introduction
Defined as the inability to completely empty the bladder [1], 

urinary retention is a side effect not commonly observed during the 
use of psychotropics, although it has been reported that 2% of acute 
urinary retention episodes are induced by drugs [2]. A variety of 
classes of drugs can interfere with the physiology of the lower urinary 
tract, contributing to the development of urinary retention, including 
some psychotropic agents [3]. A previous review of the literature 
observed that there were several case reports of selective serotonin 
reuptake inhibitors (SSRI) causing urinary retention in combination. 
They hypothesized that these combinations may have affected the 
hepatic metabolism of the other drugs, like the case of fluoxetine 
impairing the cytochrome CYP2D6 enzyme metabolism of risperidone 
when administered in combination, increasing the plasma levels of 
risperidone and therefore contributing to its side effects [4]. Overall, 
there is good evidence that urinary retention is very rarely if at all 
associated with SSRI used in monotherapy [3]. Concerning the effects 
of typical antipsychotics, haloperidol promoted urinary retention in 
5% of patients, but the lack of homogeneous definitions of urinary 
retention among these studies make it hard to conclude the real 
role of haloperidol for the development of urinary retention, with a 
possibility that the typical antipsychotics only caused mild voiding 
dysfunction instead [3]. This report describes a case of a young adult 
with a premorbid schizoid personality disorder, who evolved with 
urinary retention after using combined therapy with haloperidol 
decanoate and fluoxetine. 

Case Report
A man, 24 years old, only child, Body Mass Index 15.16 kg/

m², with pre-morbid schizoid personality disorder and probable 
intellectual disability, admitted to a psychiatric ward due to a 
severe depressive episode with loss of self-care and food refusal. 
About nine days before admission to the psychiatric ward, he had 
used 01 intramuscular ampoule of haloperidol decanoate, and 
started biperiden 2 mg/d orally for three days, after an outpatient 
consultation with a psychiatrist. There was no report of previous 
use of psychotropic drugs. On admission, olanzapine 5 mg/d was 
prescribed (in the presence of psychotic symptoms: probable 
audiovisual hallucinations), fluoxetine 20 mg/d and Clonazepam 0.5 
mg/d at night. On the sixth day of hospitalization, olanzapine was 
suspended to maintain the use of haloperidol decanoate for greater 
therapeutic adherence after hospital discharge, with 1 ampoule 
administered intramuscularly, maintaining an interval of fifteen 
days from the applied dose prior to admission. On the tenth day of 
hospitalization, he developed dysuria, voiding effort and reduced 
urinary output, without an increase in nitrogen slag, signs of infection 
or other changes in the urine summary. After about two days without 
maintenance of satisfactory debt and with the exclusion of other 
causes, the hypothesis was raised that such an occurrence could be 
related to adverse effects due to the combination of psychotropics, 
and fluoxetine was withdrawn, considering the impossibility of 
suspension of the depot antipsychotic. Around two to three days after 
the suspension of fluoxetine, the patient evolved with resolution of 
the urinary retention, a time interval that coincides with the half-life 
of fluoxetine (2 to 4 days)1(Figure 1).

Figure 1: Case report timeline.
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Discussion
It is already known that both fluoxetine and haloperidol are 

metabolized by the hepatic enzyme CYP450 2D6 [5,6], and that 
fluoxetine is an important inhibitor of this same enzyme, so that 
their concomitant use, due to these pharmacokinetic interactions, 
predisposes to increased serum levels of both, augmenting adverse 
effects, especially in patients with a low Body Mass Index like the 
one of this report. These knowledge derives from studies with 
oral formulations, but the interaction between oral fluoxetine and 
haloperidol decanoate was already described in the literature, with 
one study showing the 14 days after the addition of fluoxetine, a 
very significant increase in haloperidol concentrations (100%) 
was observed, reinforcing the knowledge that the pharmacokinetic 
interactions with haloperidol of fluoxetine is clinically significant, 
either by inhibiting its hepatic metabolism or and by displacing it 
from protein binding sites [7]. Some cases with similarities were 
previously reported in the literature [8,9], including one that reported 
urinary retention also in a young patient, but due to fluoxetine and 
oral haloperidol combination, that was reverted after haloperidol 
discontinuation, emphasizing that this is the first report of a case 
of urinary retention with fluoxetine/haloperidol combination 
reverted with the maintenance of haloperidol use. The recovery of 
spontaneous diuresis after only two days of fluoxetine suspension in 
our case report emphasizes the hypothesis that the major mechanism 
underlying this interaction was the probable fluoxetine property 
of displacing haloperidol from protein binding sites, knowing 
that as stated before, both medications are substrates of the same 
cytochrome P450 enzyme, CYP 2D6 [5,6].

Conclusion
To our knowledge, this is the first report of urinary retention 

with haloperidol decanoate associated with fluoxetine, reverted 

after discontinuation of fluoxetine and maintenance of haloperidol, 
considering that haloperidol couldn’t be suspended because of its 
long-acting presentation. This report emphasizes the importance of 
the knowledge of pharmacokinetic interactions in the management 
of psychiatric patients, by bringing an infrequent side effect, managed 
with the help of the concepts of drug interactions.

References
1. Kaplan SA, Wein AJ, Staskin DR, Claus GR, William DS (2008) Urinary re-

tention and post-void residual urine in men: Separating truth from tradi-
tion. J Urol 180: 47-54.

2. Choong S, Emberton M (2000) Acute urinary retention. BJU Int 85(2): 
186-201.

3. Trinchieri M, Perletti G, Magri V, Stamatiou K, Montanari E, et al. (2021) 
Urinary side effects of psychotropic drugs: A systematic review and meta-
nalysis. Neurourol Urodyn 40(6): 1333-1348.

4. Bozikas V, Petrikis P, Karavatos A (2001) Urinary retention caused after 
fluoxetine-risperidone combination. J Psychopharmacol 15(2): 142-143.

5. Gury C, Cousin F (1999) Pharmacocinétique des ISRS: notion de demi-vie 
d’élimination et implications cliniques [Pharmacokinetics of SSRI antide-
pressants: half-life and clinical applicability]. Encephale 25(5): 470-476.

6. Avenoso A, Spinà E, Campo G, Facciolă G, Ferlito M, et al. (1997) Inter-
action between fluoxetine and haloperidol: pharmacokinetic and clinical 
implications. Pharmacol Res 35(4): 335-339.

7. Viala A, Aymard N, Leyris A, Caroli F (1996) Pharmaco-clinical correla-
tions during fluoxetine administration in patients with depressive schizo-
phrenia treated with haloperidol decanoate. Therapie 51(1): 19-25.

8. Benazzi F (1996) Urinary retention with fluoxetine-haloperidol combina-
tion in a young patient. Can J Psychiatry 41(9): 606-607. 

9. Faure Walker N, Brinchmann K, Batura D (2016) Linking the evidence 
between urinary retention and antipsychotic or antidepressant drugs: A 
systematic review. Neurourol Urodyn 35(8): 866-874.

Submission Link: https://biomedres.us/submit-manuscript.php

Assets of Publishing with us

• Global archiving of articles

• Immediate, unrestricted online access

• Rigorous Peer Review Process

• Authors Retain Copyrights

• Unique DOI for all articles

https://biomedres.us/

This work is licensed under Creative
Commons Attribution 4.0 License

ISSN: 2574-1241
DOI: 10.26717/BJSTR.2024.55.008711

Emerson Arcoverde Nunes. Biomed J Sci & Tech Res 

https://dx.doi.org/10.26717/BJSTR.2024.55.008711
https://pubmed.ncbi.nlm.nih.gov/18485378/
https://pubmed.ncbi.nlm.nih.gov/18485378/
https://pubmed.ncbi.nlm.nih.gov/18485378/
https://pubmed.ncbi.nlm.nih.gov/10671867/
https://pubmed.ncbi.nlm.nih.gov/10671867/
https://pubmed.ncbi.nlm.nih.gov/34004020/
https://pubmed.ncbi.nlm.nih.gov/34004020/
https://pubmed.ncbi.nlm.nih.gov/34004020/
https://pubmed.ncbi.nlm.nih.gov/11448089/
https://pubmed.ncbi.nlm.nih.gov/11448089/
https://pubmed.ncbi.nlm.nih.gov/10598311/
https://pubmed.ncbi.nlm.nih.gov/10598311/
https://pubmed.ncbi.nlm.nih.gov/10598311/
https://pubmed.ncbi.nlm.nih.gov/9264051/
https://pubmed.ncbi.nlm.nih.gov/9264051/
https://pubmed.ncbi.nlm.nih.gov/9264051/
https://pubmed.ncbi.nlm.nih.gov/8762216/
https://pubmed.ncbi.nlm.nih.gov/8762216/
https://pubmed.ncbi.nlm.nih.gov/8762216/
https://pubmed.ncbi.nlm.nih.gov/8946091/
https://pubmed.ncbi.nlm.nih.gov/8946091/
https://pubmed.ncbi.nlm.nih.gov/26288221/
https://pubmed.ncbi.nlm.nih.gov/26288221/
https://pubmed.ncbi.nlm.nih.gov/26288221/
https://dx.doi.org/10.26717/BJSTR.2024.55.008711

