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Concomitant Use of Cyclobenzaprine and 
Psychotropic Medications

Nevio Cimolai

Abstract

Cyclobenzaprine has been cited as a co-factor or cause in serotonin 
syndrome following co-ingestion of other psychotropic medications. 
An observational study was conducted for a cumulative consumption 
of this agent among patients for 24 years, 8 months; no evidence of 
serotonin syndrome or malignant neuroleptic disorder was apparent 
despite a variety of concomitant psychotropic medications used.
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Introduction

Cyclobenzaprine is a commonly used tricyclic pharmacolog-
ical agent which has reasonably good tolerance and safety 
profi les [1]. It is commonly used for muscle relaxation in the 
context of acute and/or chronic neck and back pain but has 
also been used as treatment for fi bromyalgia. It frequently 
causes drowsiness and may facilitate sleep.

Keegan et al. reported two patient case studies in which 
it was postulated that cyclobenzaprine use in the midst of 
other serotoninergic drug ingestion led to a serotonin syn-
drome [2]. Day and Jeanmonod subsequently published an-
other similar case report [3]. Despite the widespread use of 

either cyclobenzaprine or serotoninergic agents, there is a 
paucity of data on the potential toxicity of concomitant use 
including serotonin syndrome. This review sought to pro-
spectively determine the risk of such concomitant use in an 
outpatient setting.

Case Series

A prospective follow-up in a community general practice 
setting was conducted for 23 patients (12 male, 11 female) 
who had consumed cyclobenzaprine in tandem with other 
psychotropic medications over the years 2005-2011. Ages 
ranged from 21-55 years (mean 44.3 years). The total time 
period of patient-year observation amounted to approximate-
ly 24 years, 8 months. The duration of simultaneous drug use 
for any one patient ranged from 5 days to 5 years, 2 months 
(mean 12.9 month). Eleven of 23 patients were to be continu-
ously prescribed cyclobenzaprine due to its benefi cial effect.

All patients received cyclobenzaprine as part of a pain 
management strategy: 12 with back pain, 6 with neck and 
shoulder pain, and 5 various other (generalized chronic pain, 
fi bromyalgia, hip pain, and muscle spasm after other drug 
withdrawal). Eleven patients received 10 mg nightly doses 
only, whereas the others consumed multiple doses per day 
ranging from 10-80 mg per day (mean 20.9 mg/day). These 
individuals were receiving multiple other medications (range 
2-7 per patient) which included one or more psychotropic 
drugs (range 1-4 per patient). Twenty-two of 23 patients re-
ported a clinically benefi cial effect of cyclobenzaprine use 
including four who reported a positive effect on sleep. The 
psychotropic medications used for these patients included 
amitriptyline, benzodiazepines, bupropion, citalopram, es-
citalopram, gabapentin, lithium, methotrimeprazine, mir-
tazapine, olanzapine, quetiapine, risperidone, trazodone, 
venlafaxine, and zopiclone. There was no evidence of any 
serotoninergic side effect despite the lengthy experience. 
Seven of 23 patients reported sedation as a side effect, and 
one patient purposely reduced the dose of cyclobenzaprine 
as a result. There were no side effects that prompted cessa-
tion of either cyclobenzaprine or any other medication. In 
addition to the aforementioned psychotropic agents, some 
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patients were also ingesting codeine, tramadol, methadone, 
hydromorphone, carbamazepine, and benztropine.

Discussion
  
Serotonin syndrome can constitute a severe medical emer-
gency. Symptoms may include agitation, tachycardia, acute 
hypertension, hyperthermia, diaphoresis, diarrhea, tremor, 
hyperrefl exia, clonus, muscle rigidity, and mydriasis. The 
observed severity, however, can range from mild to severe 
including, but rarely, death. The diagnosis can be confus-
ing to the uninitiated. This adverse reaction usually occurs 
abruptly. Although reported to occur with proserotoninergic 
drugs (conventionally thought of as monoamine oxidase in-
hibitors and selective serotonin reuptake inhibitors but in-
cluding other antidepressants), there have been citations as-
sociated with drugs such as opiates and opiate analogues, 
lithium, triptans, amphetamines, among many others [3-5]. 
Although the pathology is reversible after drug discontinu-
ation, it might be anticipated that the experience with sero-
tonin syndrome might increase in this era of polypharmacy.

There is a dearth of publications regarding co-ingestion 
of cyclobenzaprine and other psychotropic medications. 
Cantini et al. describe a small group of fi bromyalgic patients 
who were randomized to fl uoxetine and cyclobenzaprine; 
no episodes of toxicity were indicated [6]. The case series 
detailed herein demonstrates the lack of adverse cyclobenza-
prine interactions with a wide array of psychotropic pharma-
cological agents despite observation over a lengthy span of 
patient-year consumption.

The number of previous citations of cyclobenzaprine 
causing serotonin syndrome are very few [2, 3]. Gillman 
rightfully cautions against overinterpretation of this associa-
tion [7]. For example, with variable manifestations, one may 
fi nd it diffi cult to differentiate the cited case reports from the 
single case study of malignant neuroleptic syndrome with 
cyclobenzaprine use [8]. Boyer and Shannon comment on 
the basis for differentiation of similarly appearing clinical 
entities [4]. Given the frequency of cyclobenzaprine use and 
as well the widespread use of serotoninergic medications of 
several classes, one would have anticipated more frequent 

reports of serotonin syndrome. A review of several databases 
did not yield any further such documentations.

Citations of cyclobenzaprine-associated serotoninergic 
syndrome are extremely rare. Our case series of cycloben-
zaprine use in the midst of co-administration with other psy-
chotropic agents over an accumulation of some 24-25 pa-
tient years did not provide evidence of such a reaction. The 
cumulative experience therefore suggests cautious optimism 
in the co-administration of cyclobenzaprine with serotonin-
ergic medications. Our series did not include patients who 
co-consumed monoamine oxidase inhibitors, and therefore 
care should continue to be exercised when the latter use pre-
exists.
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