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Summary: 
The adverse drug reaction of hyperthermia from neuromalignant syndrome is more well-known and 
more commonly investigated than hypothermia.  We present a case of a 54-year-old African American 
female with past medical history of type 2 diabetes, hypertension, schizophrenia, and seizure disorder 
admitted to a psychiatric hospital who developed generalized weakness, garbled speech, urinary 
incontinence, and altered mental status. She was transferred to an emergency department as a stroke 
code and was admitted for further work-up. For the patient’s acute encephalopathy, a head CT scan 
showed no acute intracranial pathology ruling out a stroke, the blood cultures were negative ruling out 
an infection, and the patient neurologically returned to baseline within a day ruling out an ongoing 
neurological cause of encephalopathy. The patient was hypothermic at 27.1 C (80.78 F) on admission 
but otherwise hemodynamically stable. Medical work-up for hypothermia resulted in negative blood 
cultures ruling out infection and TSH/T4 levels within normal limits ruling out hypothermia or myxedema 
coma. Her temperature was stabilized with a Bair hugger. The patient was already on clozapine 250 mg 
before admission to the inpatient psychiatric facility and was known to be on this current regimen for 
longer than 3 months. She was also currently taking topiramate 100 mg at bedtime for her seizure 
disorder.  She had had recent medication changes a week prior to the onset of these symptoms with 
discontinuation of benztropine and initiation of clonazepam 1 mg twice daily. Due to continued 
somnolence and dysarthric speech, her clonazepam was decreased to 0.5 mg twice daily. In suspicion of 
clozapine-induced hypothermia, her clozapine was discontinued and quetiapine 50 mg at bedtime was 
initiated to treat her chronic schizophrenia. Her temperature stabilized within a few days. 

Discussion: 
This case highlights hypothermia as a possible adverse reaction to clozapine and illustrates the 
importance of monitoring the body temperature of patients, especially when initiating treatment or 
increasing the dosage. Common medical causes of hypothermia include hypoglycemia, sepsis, 
hypothyroidism, and stroke, and these were all ruled out. This patient was calculated to have a score of 
4 on Naranjo Scale for the probability of an adverse drug reaction.   
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