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Introduction: Parkinson's disease (PD) is a neurodegenerative disorder with evolving layers of complexity. It is characterized by motor features of parkinsonism associated Lewy bodies and death of dopaminergic neurons in the substantia nigra. Although PD predominantly affects the brain, Its pathology is systemic and manifest in blood and skin. There is no cure and current treatments are ineffective long-term. Cannabinoids show therapeutic potential because of their antioxidant, neuroprotective, anxiolytic, analgesic and anti-inflammatory properties. Dysregulated calcium signalling is a central contributor to pathology, and our laboratory has detected abnormalities in calcium signaling in blood‑derived cell lines from PD patients. 
Aims: This study aimed to investigate the therapeutic potential and efficacy of cannabidiol (CBD) and its propyl analogue cannabidivarin (CBDV) on calcium signalling. 
Methods Immortalised lymphoblastoid cell lines (LCLs) derived from individuals diagnosed with PD and healthy controls, basal cytosolic calcium [Ca²⁺] levels were measured prior to stimulation with an agonist platelet activating factor (PAF), the maximum cytosolic [Ca²⁺] response magnitude was measured and time to reach maximum [Ca²⁺] after PAF stimulation. Following treatment, LCLs were treated for 24 hours with 10-20 µM CBD, 10-20 µM CBDV, or a 1:1 combination of these two cannabinoids, all dissolved in 0.1% dimethyl sulfoxide (DMSO). Untreated control groups were included for both PD and healthy controls. 
Results: In our LCLs, we observed elevated calcium signaling in PD compared to healthy controls. CBD treatment (10 µM and 20 µM) restored elevated cytosolic calcium [Ca²⁺] levels in PD cell lines via the G protein-coupled platelet-activating factor receptor (PAFR) by reducing response magnitude. CBDV produced similar, though less pronounced, effects.  

