E Letter to the Editor

Cyclobenzaprine-Induced Hallucinosis

To the Editor: Cyclobenzaprine has a cyclic structure similar
to amitriptyline, which is a tricyclic antidepressant and a centrally
acting skeletal muscle relaxant.!” The drug is highly metabolized
in the liver and has a long elimination half-life and can produce
psychiatric symptoms as effect of its toxicity.> We describe a case of
a patient with hepatitis C on citalopram treatment who developed
psychotic symptoms after being started on cyclobenzaprine.

Case report. Ms A is a 51-year-old woman with a history of
hepatitis C, back pain, and major depressive disorder that was
precipitated by the death of her husband 5 years ago. She had
no prior psychiatric hospitalizations. Ms A was being followed
at the outpatient mental health clinic; her depression was stable
on citalopram 20 mg daily. During a clinic visit, she reported a
new onset of auditory hallucinations around the time of the
anniversary of her husband’s death. She described the voices as
distressing episodic voices commenting that she was not doing well.
Her urine toxicology screen was negative for illicit substances of
abuse. Her routine laboratory test results were significant only for
mildly elevated liver function tests (aspartate aminotransferase:
46 U/L, alanine aminotransferase: 53 U/L), which were consistent
with her hepatitis C infection. Her HIV antibody test was negative.
Olanzapine 5 mg by mouth daily was prescribed to treat the
auditory hallucinations. After a month of treatment, Ms A reported
that her hallucinations appeared at the same time she was started
on cyclobenzaprine for her back pain. On her own, Ms A decided
to discontinue both medications. This discontinuation resulted in
complete resolution of her psychotic symptoms, and she has been
asymptomatic since then.

A pharmacokinetic interaction between citalopram and
cyclobenzaprine explain the hallucinations experienced by Ms A.
She has a history of hepatitis C with mildly elevated liver function
tests. Cyclobenzaprine is extensively metabolized in the liver by
cytochrome P450 3A4 (CYP3A4) and has a long elimination
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half-life of 1-3 days. Ms A was also taking citalopram, a CYP3A4
mild inhibitor, which most likely increased the bioavailability of
cyclobenzaprine and the risks for drug accumulation and toxicity
resulting in hallucinatory symptoms. In this case, Ms A has organic
hallucinosis (ICD-10 code F06.0), as the disturbances were caused
by a specific organic factor and appeared in clear consciousness,
retaining her insight without any intellectual impairment or
prominent delusions.

Cyclobenzaprine is a widely prescribed muscle relaxant that has
many interactions due to metabolism through CYP3A4, 1A2, and
2D6. A reduction in dose should be considered in patients taking
other medications as well as in those with liver disease. Our case
highlights the importance of prescribing cyclobenzaprine with
caution in such patients, and when prescribed, the patient should
be monitored for psychiatric symptoms.

REFERENCES

1. Douglass MA, Levine DP. Hallucinations in an elderly patient taking
recommended doses of cyclobenzaprine. Arch Intern Med.
2000;160(9):1373.

2. Winchell GA, King JD, Chavez-Eng CM, et al. Cyclobenzaprine
pharmacokinetics, including the effects of age, gender, and hepatic
insufficiency. J Clin Pharmacol. 2002;42(1):61-69.

3. O'Neil BA, Knudson GA, Bhaskara SM. First episode psychosis following
cyclobenzaprine use. Can J Psychiatry. 2000;45(8):763-764.

Andrea Bulbena-Cabre, MD
andreabulbena@gmail.com
Norma Ramos Dunn, MD
Ronnie Gorman Swift, MD

Author affiliations: Department of Psychiatry, Metropolitan Hospital Center,
New York Medical College, New York (Drs Bulbena-Cabre, Dunn, and Swift);
and Department of Psychiatry and Forensic Medicine, Autonomous University
of Barcelona, Spain (Dr Bulbena-Cabre).

Potential conflicts of interest: None reported.

Funding/support: None reported.

Published online: June 25, 2015.

Prim Care Companion CNS Disord 2015;17(3):doi:10.4088/PCC.14101773
© Copyright 2015 Physicians Postgraduate Press, Inc.

PrRIMARYCARECOMPANION.COM [H €1


http://dx.doi.org/10.1001/archinte.160.9.1373
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10809044&dopt=Abstract
http://dx.doi.org/10.1177/0091270002042001007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11808825&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11086564&dopt=Abstract
mailto:andreabulbena@gmail.com

