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Introduction: The main side effects of repeated opioid use are physiological and psychological dependence. The
transient receptor potential channels, including TRPAL, are involved in various neurological disorders. We aimed to
evaluate the effect of TRPAL channel inhibition on morphine-induced conditioned place preference (CPP) and
physical dependence.

Methods and Materials: For induction of CPP, morphine (10 and 20 mg/kg) was administrated for four
consecutive days to male albino BALB/c mice. The effects of HC030031 (TRPA1 antagonist, 10, 25, and 50 mg/kg)
on the expression and reinstatement of morphine-induced CPP were evaluated. For induction of physical dependence,
morphine was injected three times a day (50, 50, and 75 mg/kg) for three days. Withdrawal-related behaviors such as
jumping and defecation were precipitated by administering naloxone (5 mg/kg) to morphine-dependent mice. The
effect of HC030031 pretreatment on jumping and defecation was assessed.

Results: The results showed that 20 mg/kg of morphine elicited a significant place preference response. All doses
of HC030031 reduced the expression of morphine CPP without any change in the locomotor activity. It also decreased
the reinstatement of morphine CPP. HC030031 mitigated morphine withdrawal by reducing jumping and defecation.

Conclusion: The present study demonstrated that HC030031 decreased morphine-associated CPP and decreased
physical dependence. Therefore, it can be presumed that TRPAL channels have interactions with the main
pharmacological effects of morphine.
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