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ABSTRACT
Background: Linalool (LIN) is a monoterpene widely found in essential oils, known for its anti-inflammatory and analgesic properties. However, its low solubility limits therapeutic efficacy. To overcome this limitation, complexation with cyclodextrins, such as hydroxypropyl-β-cyclodextrin (HPβCD), has proven to be an effective strategy, improving the solubility and bioavailability of linalool. Objectives: To evaluate the chronic hyperalgesia of linalool and its complex in LIN:HP-β-CD induced by Freund's Complete Adjuvant (CFA) in the Von Frey model. Swiss mice (n = 6) received CFA (20 μL/paw) in the right hind paw and were treated orally with H2O (0.1 mL/10 g/negative control), IBU (62 mg/kg), LIN (10.8 mg/kg) or LIN:HPβCD (10.8 mg/kg). Mechanical stimulation was performed with a Von Frey filament anesthesiometer on the plantar surface of the right hind paw for 21 consecutive days. Treatments were administered on the 5th, 9th, 13th, 17th and 21st days. Force was measured by removing the paw after the stimuli had been applied (CEUA 002247/2023-1). Results and discussion: The results obtained show that the treatments promoted a significant reduction in IBU (25.74%), LIN (16.65%), LIN:HPβCD (34.67%) when compared to the negative control group. When comparing isolated linalool with its complexed form, a significant increase in efficacy was observed, with the LIN:HPβCD complex showing superior results. This increase can be attributed to the complexation with HPβCD, which improves the solubility and bioavailability of linalool, enhancing its effect. Conclusion: These findings reinforce that the complexation of natural compounds, such as linalool, with cyclodextrins may be a promising strategy for optimizing their therapeutic properties. 
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