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Delirium After Pregabalin Withdrawal

ABSTRACT

Pregabalin is a y-amino butyric acid analogue drug that is used in fibromyalgia, neuro-
pathic pain associated with diabetic peripheral neuropathy, spinal cord injury, and posth-
erpetic neuralgia. Symptoms reported in association with pregabalin withdrawal include
insomnia, gastrointestinal distress, tachycardia, and headache. This case report describes
a 68-year-old patient who developed delirium after experiencing pregabalin withdrawal.
Clinicians should be aware of the possibility of pregabalin withdrawal delirium.
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Introduction

Pregabalin is a structural analogue of y-amino-butyric acid (GABA), acting on the a2 sub-
unit of the P/Q type voltage-gated calcium channels in presynaptic neurons. It reduces the
release of excitatory neurotransmitters in the central nervous system." It has anticonvulsant,
analgesic, and anxiolytic properties.? Pregabalin is approved for the treatment of fibromy-
algia, neuropathic pain associated with diabetic peripheral neuropathy, spinal cord injury,
and postherpetic neuralgia by the US Food and Drug Administration.? However, pregabalin is
widely used off-label for a variety of conditions, including generalized anxiety disorder, social
anxiety disorder, bipolar disorder, insomnia, and chronic pain conditions.*

Fibromyalgia is a chronic, debilitating condition associated with widespread chronic pain,
chronic fatigue, sleep disturbances, somatic and cognitive symptoms, and often coexisting
psychiatric symptoms for at least 3 months.

In patients with fibromyalgia, the recommended therapeutic dosage of pregabalin is 300 mg
to 450 mg/d.2 The most common side effects of pregabalin are facial rash, dizziness, drowsi-
ness, peripheral edema, and weight gain.' The discontinuation symptoms of pregabalin are
agitation, anxiety, gastrointestinal distress, tachycardia, and palpitations.> Delirium, psycho-
sis, and visual hallucinations have been reported as potential adverse effects of the use of
gabapentinoids.®” Nonetheless, few case studies chronicle these symptoms associated with
pregabalin.® This article details the case of an older woman who developed delirium after
experiencing pregabalin withdrawal.

Case Presentation

A 68-year-old female with no significant personal or family history of psychiatric illness was
brought to the emergency room with psychotic symptoms. The symptoms included a fluctu-
ating course of drowsiness; confusion; disorientation as to time, person, and place; alternat-
ing consciousness; and severe visual hallucinations. Notably, 3 days before being seen in the
emergency room, the patient abruptly decided to terminate her pregabalin therapy without
seeking medical consultation. She had been prescribed 75 mg of pregabalin for fibromyalgia
a year before, and the dosage gradually increased to 300 mg. The patient’s family reports that
after discontinuing pregabalin, she exhibited erratic behavior, increased confusion, disrupt-
ed sleep-wake cycle, and decreased appetite. The patient was anxious and had pressured
speech.
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The patient was uncooperative during her clinical examination. She
exhibited disorientation to time, person, and place and impaired
attention and concentration. Results of evaluations, including com-
plete blood count, liver function tests, serum electrolytes, blood
sugar, thyroid function tests, kidney function tests, urine analysis,
and electrocardiography were within normal limits. She had no fe-
ver. A computerized tomography scan of the brain and electroen-
cephalography revealed no remarkable findings. Delirium was di-
agnosed following the Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition. Of note, 1 mg/d of haloperidol was started
in 2 divided doses. The patient’s delirium improved considerably
within 24 hours. Her symptoms improved and the delirium resolved
within 48 hours, but she could not remember what had happened
in the previous 3 days. The patient was discharged 3 days after
appearing in the emergency room. Written consent was obtained
from the patient.

Discussion

The case report describes a 68-year-old patient with fibromyalgia
who developed delirium following pregabalin withdrawal. A total
of 3 days before presentation, the patient discontinued her 1-year
course of 300 mg/d of pregabalin. To the best of our knowledge,
there are few similar reported cases. Fabio et al® described a 76-year-
old female patient with diabetes mellitus who became delirious after
gabapentin withdrawal. Oaklander et al'® described an 80-year-old
female patient with hypertension, hypothyroidism, hypercholester-
olemia, macular degeneration, and glaucoma, who became delirious
after pregabalin discontinuation. Gundogmus et al'' described a
20-year-old female patient with no history of psychiatric illness, who
became psychotic after pregabalin withdrawal. The patient received
a high dosage of pregabalin (2700 mg/d) and, after discontinuation,
displayed withdrawal symptoms, including paranoid ideas, auditory
hallucinations, and mutism.®

Pregabalin is a novel medication that modulates GABAergic neuro-
transmission. It decreases the concentration of various neurotrans-
mitters, including noradrenaline, serotonin, dopamine, glutamate,
and substance P.' In addition, it binds to the a2& subunit of volt-
age-gated calcium channels in various regions of the central ner-
vous system. The abrupt discontinuation of pregabalin could have
caused a rapid upregulation of the frontolimbic circuit mediated
by calcium channels. There is a hypothesis that the mechanism for
symptoms of gabapentinoid disruption is similar to that of ethanol
and benzodiazepine, in which cessation increases the production
of the enzyme responsible for producing GABA.” If GABA hypo-
function is present in the central nervous system (including the
hippocampus, prefrontal cortex, and the limbic cortical and sub-
cortical regions), cognitive impairments can occur. Gabapentinoid
taper is associated with an increased risk of delirium and confu-
sion.®'? This may potentially lead to delirium and may explain the

MAIN POINTS

« Physicians should be aware of the potential for pregabalin with-
drawal delirium.

« Haloperidol as a possible effective treatment for delirium associat-
ed with pregabalin withdrawal.

- Tapered discontinuation of the pregabalin is considered clinically
safe.
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pathophysiology that occurs in this case. However, the discontinu-
ation of pregabalin is considered clinically safe if reduced gradually
over 1 week.?

In conclusion, physicians should be aware of the potential for prega-
balin withdrawal delirium in elderly individuals and consider halo-
peridol as a possible effective treatment for delirium associated with
pregabalin withdrawal. Further clinical experience and controlled
trials are needed to evaluate delirium associated with pregabalin
withdrawal.

Informed Consent: Informed consent was obtained from the patient.
Peer-review: Externally peer-reviewed.

Author Contributions: Concept - AM.C,, S.C.; Design - AM.C,, L.i.; Supervision -
AM.C,, S.C.; Resources - LI, I.E.; Materials - A.M.C., .E.; Data Collection and/or Pro-
cessing - AM.C., LL; Analysis and/or Interpretation - AM.C,, S.C.; Literature Search
-AM.C, LI, L.E.; Writing Manuscript - AM.C,, S.C.; Critical Review - AM.C,, LI, L.E.,
sC

Conflict of Interest: The authors have no conflict of interest to declare

Financial Disclosure: The authors declared that this study has received no finan-
cial support.

References

1. Bockbrader HN, Wesche D, Miller R, Chapel S, Janiczek N, Burger P. A com-
parison of the pharmacokinetics and pharmacodynamics of pregabalin
and gabapentin. Clin Pharmacokinet. 2010;49(10):661-669. [Crossref]

2. Kim KH, Lim SH, Shim CR, et al. Development of a novel controlled-re-
lease tablet of pregabalin: formulation variation and pharmacokinetics
in dogs and humans. Drug Des Devel Ther. 2020;14:445-456. [Crossref]

3. Federico CA, Mogil JS, Ramsay T, Fergusson DA, Kimmelman J. A sys-
tematic review and meta-analysis of pregabalin preclinical studies. Pain.
2020;161(4):684-693. [Crossref]

4. Goodman CW, Brett AS. A clinical overview of off-label use of gabapenti-
noid drugs. JAMA Intern Med. 2019;179(5):695-701. [Crossref]

5. Nordgaard J, Jirgens G. Pregabalin can cause addiction and withdrawal
symptoms. Ugeskr Laeger. 2015;177(2):38-39.

6. Mezaki N, Ishihara T, Ozawa T. Patient with insidious hypoactive deliri-
um associated with pregabalin. Neurol Clin Neurosci. 2013;1(5):177-178.
[Crossref]

7.  Pedroso JL, Nakama GY, Filho MC, Barsottini OG. Delirium, psychosis,
and visual hallucinations induced by pregabalin. Arqg Neuropsiquiatr.
2012;70(12):960-961. [Crossref]

8.  Hickey C, Thomas B. Delirium secondary to pregabalin. Gen Hosp Psychi-
atry. 2012;34(4): 436.e1-436.e2. [Crossref]

9. Fabio R Di, D’Agostino C, Baldi G, et al. Delirium after gabapentin with-
drawal. Case report. Can J Neurol Sci. 2013;40(1):126-127. [Crossref]

10. Oaklander AL, Buchbinder BR. Pregabalin-withdrawal encephalop-
athy and splenial edema: a link to high-altitude illness? Ann Neurol.
2005;58(2):309-312 [Crossref]

11. Gundogmus |, Karagoz A, Algul A. First-episode psychosis induced by
pregabalin withdrawal: a case report. Psychiatry Clin Psychopharmacol.
2018;28(4):461-463. [Crossref]

12. Barrett J, Kittler L, Singarajah C. Acute pregabalin withdrawal: a
case report and review of the literature. Southwest J Pulm Crit Care.
2015;10(5):306-310. [Crossref]

119


https://doi.org/10.2165/11536200-000000000-00000
https://doi.org/10.2147/DDDT.S222505
https://doi.org/10.1097/j.pain.0000000000001749
https://doi.org/10.1001/jamainternmed.2019.0086
https://doi.org/10.1111/ncn3.48
https://doi.org/10.1590/S0004-282X2012001200012
https://doi.org/10.1016/j.genhosppsych.2011.11.004
https://doi.org/10.1017/S0317167100017418
https://doi.org/10.1002/ana.20583
https://doi.org/10.1080/24750573.2018.1452523
https://doi.org/10.13175/swjpcc059-15



