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ABSTRACT

Pregabalin is a novel isomer of gamma-aminobutyric acid that functions as a major inhibitory
neurotransmitter in the brain. It is used daily in medical practice for treating neuropathic
pain, fibromyalgia, generalized anxiety disorder, and partial seizures. Due to its anti-
glutamatergic effects, it poses a potential addiction risk. For example, an abrupt
discontinuation of this substance may cause patients to exhibit physical withdrawal
symptoms, such as insomnia, nausea, headache, and diarrhoea. However, there is no
information in the literature that addresses whether the rapid discontinuation of pregabalin
can cause psychosis to occur. Here we presented a 20-year-old patient with his first episode
of psychosis that was likely attributable to his withdrawal from a high dosage pregabalin. He
lacked physical signs of withdrawal; however, a psychiatric examination was conducted. It
was determined that the patient was experiencing paranoid ideation, auditory hallucinations,
and mutism. Furthermore, he had engaged in self-mutilative actions and had attempted
suicide. Due to the short time frame between the rapid discontinuation of a relatively large
dose of pregabalin and the onset of the patient’s first episode of psychosis, it is likely that
the psychotic episode was triggered by the cessation of the medication. This is the first
known case of psychosis that was caused by the rapid withdrawal of pregabalin to be
discussed in the literature. The results of this clinical case may guide clinicians to recognize
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the symptoms of acute pregabalin withdrawal.

Introduction

Pregabalin is a novel isomer of gamma-aminobutyric
acid (GABA) that functions as a major inhibitory neu-
rotransmitter in the brain. It is used daily in medical
practice for treating neuropathic pain, fibromyalgia,
generalized anxiety disorder, and partial seizures [1].
Pregabalin is known for its ability to bind to the a2-8
subunit of voltage-gated calcium channels in various
regions of the central nervous system. Additionally,
pregabalin reduces the release of some neurotransmit-
ters, such as glutamate, noradrenaline, serotonin, dopa-
mine, and substance P [1,2]. Although pregabalin is
known to be a safe, effective, and well-tolerated medi-
cation, tolerable side effects such as dizziness and
somnolence have been documented [3]. Pregabalin,
which is a GABA analogue similar to alcohol and
benzodiazepines, is associated with a potential for
dependence and a potential addiction risk due to its
anti-glutamatergic effects [4]. Although there is no
clear information about the tolerance to the effect of
pain, it is known that pregabalin has a lower potential
for addiction than that of benzodiazepines [5]. Never-
theless, studies have shown that the abrupt discontinu-
ation of pregabalin may lead to withdrawal symptoms
that are suggestive of physical dependence, such
as insomnia, nausea, headache, and diarrhoea [6].

However, this is the first known case to address
whether a patient’s first occurrence of psychosis
may be attributable to their rapid discontinuation of
pregabalin.

This case focused on a patient who was experiencing
his first episode of psychosis that was likely due to his
withdrawal from a high dosage of pregabalin. After a
psychiatric examination, the patient exhibited signs
of withdrawal that included paranoid ideation, audi-
tory hallucinations, and mutism. Further, he had
engaged in self-mutilative actions and had attempted
suicide.

Case report

Mr V is a 20-year-old male, engaged, primary school
graduate with no past psychiatric history. In May
2017, he was referred for the first time to the outpatient
clinic. It was his fifth day of military service. From the
patient’s detailed history, it was learned that he had a
prison history, was a non-smoker, and had no history
of alcohol or substance abuse. However, he had been
taking pregabalin for pain in the amount of 2.7 g/day
(9 capsules x 300 mg) for the past year. He presented
to the clinic with paranoid ideation, auditory hallucina-
tions, and mutism. Additionally, he had engaged in
self-mutilative actions and had attempted suicide.

CONTACT Ibrahim Gundogmus @ dribrahim06@gmail.com @ Department of Psychiatry, Sultan Abdulhamid Han Training and Research Hospital, Seli-

miye Mh. Tibbiye Cd., Uskudar, Istanbul 34668, Turkey

© 2018 The Author(s). Published by Informa UK Limited, trading as Taylor & Francis Group
This is an Open Access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted
use, distribution, and reproduction in any medium, provided the original work is properly cited.


http://crossmark.crossref.org/dialog/?doi=10.1080/24750573.2018.1452523&domain=pdf
http://orcid.org/0000-0002-1921-1495
http://orcid.org/0000-0003-0171-3734
http://orcid.org/0000-0002-6570-7141
http://creativecommons.org/licenses/by/4.0/
mailto:dribrahim06@gmail.com
http://www.tandfonline.com

462 (&) 1.GUNDOGMUS ET AL,

The patient was assessed according to the Diagnostic
and Statistical Manual (DSM-5); he received a SAPS
score of 47 and a SANS score of 59. As a result, he
was diagnosed with his first psychotic episode. After
receiving the diagnosis, he was hospitalized and medi-
cated with olanzapine, which was administered orally
in the amount of 20 mg/day. The patient stated that
he had stopped taking pregabalin five days before
applying for psychiatric services, and that his com-
plaints began on the third day after this cessation. On
the fourth day after stopping his use of pregabalin,
his psychotic symptoms escalated. He reported that
he did not want to speak with anyone and that he
thought people were talking about him behind his
back. Further, he complained that he believed that
people would hurt him, which caused him to become
physically aggressive with others. He also injured him-
self with a cutting tool and attempted to commit
suicide attitude by jumping from a high place. Before
he stopped treating with pregabalin, neither he nor
his family had any such complaints.

A psychiatric examination that was compatible with
the patient’s age was conducted. The examination found
that the patient had poor self-care, slowed psychomotor
activity, and disorganized behaviour. Further, the
patient was diagnosed with having a dysphoric mood
disorder and a blunted affect. He was also experiencing
visual and auditory hallucinations; however, there were
no signs that the patient was experiencing depersonali-
zation-derealization disorder. Additionally, the examin-
ation found that the patient was experiencing
impoverished thought content, decreased speed of
thought, and loose associations. An EEG, a brain MR,
laboratory tests, and a neurology consultation were con-
ducted. The results were within normal limits.

Seven days after beginning treatment with olanza-
pine, the patient’s complaints began to diminish. At
that time, he was reassessed according to the DSM-5;
he received a SAPS score of 36 and a SANS score of
45. On the 20th day, the patient’s complaints had lar-
gely declined. Again, he was assessed according to the
DSM-5 and received SAPS and SANS scores of 15
and 18, respectively. After receiving these scores, it
was determined that the patient had entered remission.
During his first month of olanzapine treatment, the
patient did not experience any further psychotic symp-
toms. After treating with olanzapine for six months, the
patient reported that he had no further psychiatric
complaints.

Discussion

This case focused on a patient who developed his first
psychotic episode after he rapidly discontinued taking
a relatively large dose of pregabalin. After receiving
antipsychotic treatment, his symptoms were reduced
within three weeks and did not reoccur. The

examination, brain MR, EEG, and laboratory tests
did not offer any alternative explanations for the
cause of his symptoms. Because of the close temporal
relationship between patient’s rapid discontinuation
of a relatively large dose of pregabalin, the onset of
his symptoms, and the singularity of his psychotic epi-
sode, it is probable that pregabalin played a causative
role in the patient’s psychosis. This is the first known
case of psychosis that was caused by the rapid withdra-
wal of pregabalin to be discussed in the literature.

Numerous studies on the pathophysiology of psy-
chosis have shown that the GABA receptor complex
is a key factor in dopaminergic neurotransmission
within the central nervous system. When GABA hypo-
function is present, or when there are a reduced num-
ber of GABA neurotransmitters in the central nervous
system (including the hippocampus, prefrontal cortex,
and the limbic cortical and subcortical regions), cogni-
tive impairments can occur. These cognitive impair-
ments may include poor affect regulation, memory
deficits, and positive symptoms of psychosis, including
hallucinations [7-9]. Like benzodiazepine, pregabalin
may benefit patients who have been diagnosed with
psychosis due to its GABAergic effect. It is still unclear
how the rapid withdrawal of pregabalin can cause psy-
chosis; however, when a patient has built a tolerance to
a relatively large dose of pregabalin and then rapidly
withdraws from the medication, a temporary increase
in dopaminergic, serotonergic, and noradrenergic
activity in some parts of the central nervous system,
including the limbic system, may occur. This may
potentially lead to a temporary psychotic experience
and may explain the pathophysiology that occurs in
this case. Although there is no literature on pregaba-
lin-induced psychosis, there are documented cases of
psychosis caused by a patient’s withdrawal from benzo-
diazepines that have GABAergic activity [10,11].

Finally, although pregabalin is widely used as a
treatment for various diseases and psychiatric dis-
orders, it also has the potential to be addictive. This
is likely due to its euphoric and dissociative effects
that are like those caused by benzodiazepines and alco-
hol. Additionally, because pregabalin can be used to
treat a variety of different diseases and disorders, the
substance may be relatively accessible to patients who
have become addicted to the drug. As with any addic-
tive substance, clinicians should be aware of the symp-
toms of overuse and withdrawal of pregabalin. In this
case, a 20-year-old male patient began to exhibit psy-
chotic symptoms three days after he suddenly ceased
taking his pregabalin medication, which he had been
taking in the amount of 2.7 g/day for one year.

Conclusion

Clinicians should be taught to recognize the symptoms
caused by acute pregabalin withdrawal. When it is no



longer necessary for a patient to continue using prega-
balin, the amount they are taking should be reduced
and then eventually stopped, especially for a patient
with pregabalin dependence or abuse. Also, clinicians
should exercise caution when prescribing pregabalin
to people who may potentially become addicted to
the medication. Further studies are needed to clarify
the precise mechanism that causes psychosis induced
by pregabalin withdrawal.
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