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Abstract

Abrupt baclofen withdrawal may be life-threatening with varied neuropsychiatric manifestations. VWe present a case of baclofen
withdrawal necessitating intubation. A 58-year-old female with a history of undiagnosed muscle spasticity presented with
worsening extremities tremors, paresthesia, and weakness for 2 days. Initial vitals included temperature 103 F, tachycardia,
hypertension, and tachypnea. Examination revealed coarse tremors of all extremities. Inflammatory markers, blood, and urine
culture were negative. Head and spine imaging were non-diagnostic. Meningitis and seizure were ruled out. She continued
worsening with hallucinations, hyperpyrexia, ocular clonus, and profound muscle rigidity. The patient was intubated for
respiratory distress and transferred to intensive care unit (ICU). Further history revealed running out of oral baclofen 3
days ago. Baclofen was restarted with symptomatic improvement. The patient was extubated after 2 days and discharged
to a rehabilitation facility. Oral or intrathecal baclofen is thought to inhibit spinal nerves reducing muscle spasm and pain.
Abrupt stoppage causes activation of dopamine and noradrenergic receptors causing muscle spasms, tremors, hyperpyrexia,
delusions, hallucination, and delirium. Severe cases can mimic meningoencephalitis, seizure disorder, or neuroleptic malignant
syndrome. Symptoms usually develop in | to 3 days of cessation and can be life-threatening if unrecognized timely. Treatment
includes supportive therapy, re-administration of baclofen, or use of benzodiazepines, propofol, dexmedetomidine; however,
no specific guidelines have been established. To the knowledge of the authors, this is the first case of oral baclofen withdrawal
requiring intubation. We found only 3 reported cases of intrathecal baclofen withdrawal necessitating intubation.
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Introduction significant for temperature of 103 F, tachycardia to 103
beats per minute, hypertensive to 150/90 mmHg, tachypneic
to 21 breaths per minute saturating 97% in room air. Patient
was ill-appearing with coarse tremors noted on all 4 extrem-
ities. Neurology examination revealed 3 strength in bilat-
eral upper extremities and % strength in bilateral lower
extremities with decreased sensation in all 4 extremities.
Lungs were clear to auscultation. Initial impression was sep-
sis versus fever of unknown origin and the patient was
started on broad spectrum antibiotics with cefepime, vanco-
mycin, and metronidazole. Laboratory work including white
blood cell (WBC) count, lactic acid, inflammatory markers

Baclofen is a commonly used medicine in patients with
severe muscle spasticity, but symptoms of withdrawal can
often be missed. Abrupt withdrawal of baclofen regardless of
the route of ingestion may be life-threatening and can present
with varied neuropsychiatric manifestations. The symptom-
atic presentation can mimic various clinical scenarios like
severe sepsis, meningitis, neuroleptic malignant syndrome,
seizure disorder, or alcohol withdrawal. Here, we present a
severe and rare case of oral baclofen withdrawal in a middle-
aged female necessitating endotracheal intubation.

Case Presentation 'UPMC Harrisburg Hospital, PA, USA
2Maimonides Medical Center, Brooklyn, NY, USA

A 58—.year.—01d ferpale with h1story of hypel’tenSIOH., §tage 3 *The Author Sharad Oli was now affiliated to Detroit Medical Center/
chronic kidney disease, undiagnosed muscle spasticity pre-  \wayne State University, MI, USA.
sented to the emergency department (ED) with a complaint .

f worsening upper extremities tremors associated with par- Corresponding Author:
o K K g upp A X p Resha Khanal, Department of Internal Medicine, UPMC Harrisburg
esthesia, limb weakness and pins and needle sensation on  Hospital, 111 South Front Street, Harrisburg, PA 17101, USA.
her upper and lower extremities for 3 days. ED vitals were Email: khanalr2@upmc.edu

@ @@ Creative Commons Non Commercial CC BY-NC: This article is distributed under the terms of the Creative Commons Attribution-
NonCommercial 4.0 License (https://creativecommons.org/licenses/by-nc/4.0/) which permits non-commercial use, reproduction

and distribution of the work without further permission provided the original work is attributed as specified on the SAGE and Open Access pages

(https://us.sagepub.com/en-us/nam/open-access-at-sage).


https://journals.sagepub.com/home/hic
mailto:khanalr2@upmc.edu

Journal of Investigative Medicine High Impact Case Reports

were non-significant. Blood, urine and respiratory cultures
were negative. Lumbar puncture and cerebrospinal fluid
analysis ruled out meningitis. Chest x-ray and abdominal
ultrasound were unremarkable. Magnetic resonance imag-
ing of head and spine were non-diagnostic and thus ruled
out intracranial pathology and osteomyelitis of spine.
Neurology was consulted and electroencephalography
(EEG) was done which ruled out seizure disorder. Neurology
also ruled out Guillain Barre Syndrome and Alcohol with-
drawal syndrome. Toxicology was consulted with the con-
cern of anticholinergic toxicity which was ruled out.

On day 4 of the hospital stay, she continued to have persis-
tent fever with worsening mental status to the extent of expe-
riencing visual hallucinations, hyperpyrexia with ocular
clonus, profound muscle rigidity despite being on broad spec-
trum antibiotics. On examination she was somnolent, was
unable to follow command, and had continuous tremors. A
total 7 mg of lorazepam and 250 mg of phenobarbital was
given with no improvement. Intravenous haloperidol was
given which caused further decline in the patient’s condition.
Rapid response was called, and the patient was evaluated by
the intensive care unit (ICU) team. She continued to be mini-
mally responsive with tachypnea to 40 breaths/minute. ABG
showed pH of 7.3, PCO2 of 28.6, PaO2 of 70 on room air.
Patient was intubated due to respiratory distress and contin-
ued worsening of the mental status and transferred to the ICU
with possible diagnosis of neuroleptic malignant syndrome
versus baclofen withdrawal. Laboratory work for serum cre-
atinine kinase and lactic acid was within normal range.
Bromocriptine was started for possible neuroleptic malignant
syndrome with no improvement of symptoms. In the ICU,
history and home medications were reviewed again. It was
found that the patient was on oral baclofen 10 mg 3 times a
day for the last 2 years and she was not taking it for the last 3
days. Baclofen was restarted immediately followed by the
resolution of fever, improvement in mental status and com-
plete cessation of tremors in the next 48 hours. Patient was
extubated after 2 days. She was transferred to the medical
floor and, then discharged to an acute rehabilitation facility.

Discussion

Baclofen is a gamma amino butyric acid (GABA) derivative
thought to inhibit the reflex of the spinal nerves reducing
muscle spasm and pain."? Baclofen can be administered
orally or intrathecally. Baclofen withdrawal can be inten-
tional or unintentional. Risk factor for baclofen withdrawal
includes duration and abrupt interruption as seen in our
patient. Half-life of baclofen is 3.5 hours and 85% or more of
baclofen is excreted by the kidney after 24 hours of drug
consumption, remaining is excreted in feces. The baclofen
plasma to cerebrospinal fluid (CSF) ratio is variable in
human beings when used orally, so withdrawal may not be
dose-dependent.>* On an average, 5 months of baclofen con-
sumption may result in delirium when withdrawn.?

Abrupt stoppage of baclofen causes activation of auto-
nomic system by loss of inhibition of monoamine pathway
causing activation of dopamine and noradrenergic recep-
tors.* The symptoms of baclofen withdrawal include muscle
spasm, tremors, hyperpyrexia, delusions, hallucination, and
delirium. In severe cases, it can cause rhabdomyolysis and
presentation can be similar to meningoencephalitis, seizure
disorder, or neuroleptic malignant syndrome as seen in our
case.* The symptoms of withdrawal usually last for 1 to 3
days. It can be life threatening if not recognized early.’ It has
been found that patients on oral baclofen usually present
with worse delirium than patient on intrathecal baclofen
pump because pump failure is recognized early but patient
on oral baclofen may not seek medical help unless they are
symptomatic.*

To the knowledge of authors, this is the first case of oral
baclofen withdrawal requiring intubation. From the literature
review, till date, the authors could find 3 cases of intrathecal
baclofen withdrawal requiring intubation due to intrathecal
baclofen (ITB) pump failure. All 3 patients presented with
increased spasticity; however, delirium and hallucination were
not reported in any cases.®® Unlike our case, withdrawal was
suspected early; however, no improvement was seen despite
receiving oral baclofen.®” Like our case, patients presented
with hyperthermia, tachycardia, hypotension, and respiratory
distress requiring mechanical ventilation. As seen in our case,
these patients showed no improvement with benzodiazepine
and broad-spectrum antibiotics.®® Two of 3 cases were com-
plicated with multiorgan failure.*” The ITB pump was
restarted, and the patients eventually returned to a full func-
tional baseline as early as 2 days to latest by 3 months of hos-
pital stay.5®

In a case review of 23 cases by Leo and Baer, delirium
resolved after restarting baclofen and none of them had
residual symptoms. Our patient’s symptoms resolved in 48
hours after re-starting home dose of baclofen.* Treatment
options may involve re-administration of baclofen along
with supportive therapy including intravenous hydration,
antipyretics, anti-epileptics, benzodiazepines, propofol,
or dexmedetomidine; however, no specific guidelines
have been established for management of baclofen with-
drawal till date.>® When a decision is made to stop
baclofen, it is advised to taper gradually to avoid with-
drawal symptoms.!°

Conclusion

Baclofen is a very commonly used medication. When not
reviewed properly at admission, discharge or at clinic; the
baclofen withdrawal can be easily ignored. This simple error
has the potential to present as a life- threatening complica-
tion. We presented this article to emphasize the severity and
importance of early diagnosis of baclofen withdrawal which
can easily be missed, neglected, or misdiagnosed. The author
also wants to emphasize the need for more research in this
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field as currently there are no robust and well-defined guide-
lines for the management of baclofen withdrawal.
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