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The current study aimed to evaluate the antinociceptive effect of a sulfated polyssacharide from the green seaweed Caulepa 
racemosa (CrII) on temporomandibular joint (TMJ) hypernociception. The CrII has been extracted by proteolytic 

digestion followed by fractionating in ion exchange chromatography on a DEAE-cellulose column using a NaCl gradient (0.0 
-1.5 M). Male Wistar rats (200-220 g) (n=5) were treated with saline or CrII (0.01, 0.1 or 1 mg/kg; i.v.) 30 min before TMJ 
injection of 1.5% formalin (50 μL) or saline (sham group). The nociceptive behavior was measured as flinching the head and 
rubbing the orofacial region for 45 minutes, as a nociceptive assay. TMJ periarticular tissue was removed to procedure TNFα 
and IL-1β dosage by ELISA. Also, were used naloxone 15 µg/10 µl (intrathecal) 15 min prior to CrII; or aminoguanidine 30 mg/
kg a selective iNOS Inhibitor); ZnPP 3 mg/kg (s.c.,  a selective inhibitor of hemeoxygenase-1); or glibenclamide 10 mg/kg (i.p., 
binding to and activating the ATP-sensitive potassium channels) 1h before injection of CrII. Pretreatment with CrII inhibited 
(p<0.05) the nociceptive response of rats compared to formalin group. CrII (1 mg/kg) significantly (p<0.05) reduced TNFα 
(3.13±0.3) and IL-1β (5.39±1.03) levels in the TMJ periaticular tissue, compared to formalin group (6.38±1.0 and 15.19±6.38, 
respectively). The administration of naloxone, aminoguanidine or glibenclamide were unable to reverse the effect of CrII, 
although ZnPP reversed the effect of CrII. These data suggest that CrII  reduces TNFα and IL-1β on the TMJ hypernociception, 
and the antinociceptive effect of CrII is dependent from hemenoxygenase-1 pathway.
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