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Elucidation of the mechanism of tramadol toxicity and development of therapeutic
agents
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The experiment was conducted at a temperature of 28° C, Male Wistar rats,
body temperature was measured using an subcutaneous thermometer (nano-tag). When 100 mg/kg of
tramadol (TRA) was administered intraperitoneally to rats, the body temperature was 39° C or higher.

When risperidone (RIS 0.5 mg/kg, 0.25 mg/kg) was administered intraperitoneally 5 minutes before
TRA administration, RIS 0.25 mg/kg significantly suppressed temperature increase, but RIS 0.5 mg/kg
did not. In addition, when various receptor antagonists were used, DAl receptor antagonist and
5-HT2A receptor antagonist suppressed TRA-induced hyperthermia. These experiments suggest that the
mechanism by which RIS suppresses TRA-induced hyperthermia is through DAl and 5-HT2A receptor
antagonism.
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