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Cannabinoids have been shown to exert complex effects on rewarding processes and psychomotor function. We have previously shown that acute administration of low doses of the CB1 receptor agonist WIN55,212-2 does not affect the reinforcing efficacy of brain stimulation or locomotion, whereas higher doses increase brain stimulation reward thresholds and produce hypomotility. The present study examined whether repeated administration of the CB1 receptor agonist WIN55,212-2 affected intracranial self-stimulation behavior and locomotion, and induced phenomena of tolerance or sensitization, similar to typical addictive drugs. 
 First, rats received a single injection of vehicle for 5 days, a WIN55,212-2 injection (1, 0.3 or 0.1 mg/kg, ip) for 20 consecutive days followed by vehicle injections for 5 additional days. Thresholds for ICSS were measured before and after each injection. The initial five injections of vehicle did not affect thresholds. WIN55,212-2 significantly increased ICSS threshold for 20 days. There was no change to this effect of WIN55,212-2 over days. However, during the last 5 days, where the highest dose of WIN55,212-2 was substituted with vehicle, rats demonstrated a conditioned increase in post-injection threshold, similar to that obtained in the preceding 20 days after WIN55,212-2 injection.
 Second, rats were given daily injections of WIN55,212-2 (0, 0.1, 0.3 and 1 mg/kg, ip) for 20 days. Locomotor activity was measured in day 1, 10 and 20.  Acutely, WIN55,212-2 produced hypolocomotion at the 1 and 0.3mg/kg dose, which was sustained for the next two measurements, compared to vehicle. In contrast, WIN55,212-2 at the 0.1mg/kg dose showed a tendency producing hyperlocomotion, which was sustained for the next two measurements, compared to vehicle.
These data suggest that repeated cannabinoid administration did not induce reinforcing properties neither phenomena of tolerance or sensitization, similar to typical addictive drugs. However, the present data demonstrate cannabinoid-predictive stimuli that may gain affective salience.
