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extrapyramidal syndromes induced by opioid analgesics
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Opioid analgesics are widely used for the pain relief. 
More than 0.8% of the global population between 15 

and 65 used opioid analgesics in last years. The currently 
marketed alkaloid opiates are codeine, hydrocodone, 
oxycodone, methadone, tramadol, fentanyl, morphine, 
hydromorphone and oxymorphone. Opioids have a narrow 
therapeutic index and can be associated with severe 
adverse reaction, addiction, dependance, tolerance and 
fatal overdose. Opioid’s adverse effects have been shown 
to increase the risk of seizures and serotonin syndrome 
characterized as a triad of neuro-excitatory features; 
altered mental status (e.g. sedation or agitation), 
autonomic hyperactivity (e.g. diaphoresis, mydriasis, 
tachycardia, nausea, urinary retention, and diarrhea) 
and neuromuscular hyperactivity (tremor, myoclonus, 
hyper-reflexia and pyramidal rigidity). Although, the 
development of extrapyramidal symptoms is under 
recognized in clinical practice, with the widespread use 
of opioid analgesics, increasing numbers of patients 
with movement disorders following exposure to these 
drugs have been reported. Chronic pain syndromes are 
commonly associated with depression and clinicians 
simultaneously treat both of these conditions prescribing 
opioids for pain while also administers a selective 
serotonin reuptake inhibitor (SSRI) for depression. 
Although, there are much effort has been directed to 
prevention of misuse, the importance of pharmacokinetic 

drug-drug interactions related to opioids has received 
little attention. Drug-drug-interactions-induced serotonin 
syndrome caused by treatment with oxycodone and SSRI 
antidepressants is widely known. 2, 3, 4 herein, we report 
a cases of extrapyramidal syndromes induced by co-
administration of antidepressants and opioids, caused 
by cytochrome 450 polymorphisms and drug-drug 
interactions.
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