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Classic: Altered mental status + Autonomic instability + Neuromuscular hyperactivity 
Medications contributing to serotonin syndrome: 

• Amphetamines and derivatives 
• Analgesics (cyclobenzaprine, fentanyl, meperidine, tramadol) 
• Antidepressants/ mood stabilizers (buspirone, lithium, MOA-I, 

SSRIs, SNRIs, serotonin 2A-R blockers, St. John’s wort, TCAs) 
• Antiemetics (metoclopramide, ondansetron) 
• Antimigraine med (carbamazepine, ergots, triptans, valproic acid) 
• Miscellaneous (cocaine, dextromethorphan, linezolid, L-

tryptophan, 5-hydroxytryptophan) 
Tip: Be especially aware of adding drug that inhibits cytochrome P450 

2D6 +/- 3A4 (eg. erythromycin) to someone on SSRI. 
Tx: Usually supportive (benzodiazepines), although can give 

cyproheptadine (serotonin 2A antagonist) 
 

Hunter’s decision rule (sensitivity 84%, specificity 97%) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Sternbach’s criteria: Need 3 of 10 (sensitivity 75%, specificity 96%) 
Agitation (restlessness), diaphoresis, diarrhea, hyperreflexia, incoordination (ataxia), 
confusion, hypomania, myoclonus, shivering, tremor 
 



 
DDx:  
Anticholinergic syndrome, 
neuroleptic malignant 
syndrome, malignant 
hyperthermia  
 
Table adapted from: 
Boyer EW, Shannon M, 
NEJM. 2005;352:1112-20.) 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
  
  
   
 
 
 
 
 
 
 
 
 
	
  


