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Introduction. Cannabidiol (CBD), a major non-psychoactive constituent of Cannabis sativa, has attracted growing interest due to its broad pharmacological profile. Although its clinical use in epilepsy has been established, its vascular effects and the underlying mechanisms remain incompletely understood (O’Sullivan et al, 2023). 
Aims. The present study was designed to investigate the vasorelaxant properties of CBD in isolated rat thoracic aorta and to comprehensively determine the involvement of the endothelium, the cyclooxygenase (COX)/nitric oxide (NO) pathways, and specific potassium (K⁺) channels in this response.
Methods. Thoracic aortas isolated from adult rats were placed in Krebs–Henseleit solution, cleaned of connective tissue, and mounted in 10 mL organ bath chambers for isometric tension recording. Following equilibration and phenylephrine (Phe)-induced precontraction, cumulative concentration–response curves to CBD (10⁻⁷–10⁻⁴ M) were constructed. Mechanistic pathways were evaluated using mechanical endothelium denudation and pre-incubation with L-NAME (NOS inhibitor), indomethacin (non-selective COX inhibitor), and various K⁺ channel blockers including TEA (non-selective), 4-AP (Kv), glibenclamide (KATP), iberiotoxin (BKCa), apamin (SKCa), and BaCl₂ (Kir). (Stanley et al, 2015).
Results. CBD induced concentration-dependent relaxation in Phe-precontracted rat thoracic aortas (37.74 ± 2.54% at 10⁻⁴ M). This maximal response was significantly attenuated by 4-AP (10.25 ± 2.95%), TEA (18.82 ± 2.08%), and indomethacin (15.11 ± 2.65%) (p < 0.05). In contrast, endothelium denudation, L-NAME, glibenclamide, BaCl₂, iberiotoxin, and apamin did not significantly alter the relaxation (p > 0.05).
Discussion. CBD induces endothelium-independent vasorelaxation in rat thoracic aortas. This effect is predominantly mediated by voltage-dependent K⁺ (Kv) channels and cyclooxygenase (COX)-dependent pathways, without the involvement of NO synthesis or other K⁺ channel subtypes. These findings highlight the critical role of Kv channels and prostanoids in driving the vascular actions of CBD. 
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