Supplementary Table 1. Summary of most relevant therapies approved or investigated for the treatment of PD patients

	Therapeutic strategy
	Examples
	Comments

	Dopaminergic replacement and other symptom-alleviating pharmacological therapies (17-20)
	· levodopa in combination with co-adjuvants (benserazide, carbidopa, entacapone)
· MAO and COMT inhibitors (selegiline, rasagiline, others)
· dopaminergic receptor agonists (pramipexole, ropinirole, rotigotine)
· others: anticholinergic and amantadine (for dyskinesia)
	· useful to alleviate motor symptoms
· alleviation of some non-motor symptoms (e.g., depression)
· long-term levodopa treatment leads to a new pathological entity so-called levodopa-induced dyskinesia

	Surgical and equivalent non-invasive procedures (21,22)
	· subthalamotomy
· thalamotomy
· pallidotomy
· focused ultrasounds
· deep brain stimulation
	

	Disease-modifying therapies (23-26)
	· antiglutamatergic agents
· antioxidant agents
· neurotrophic factors
· iron chelators
· α-synuclein immunotherapy
· antiinflammatory agents
· cannabinoids
	· Only efficacious in preclinical studies, no clinical approval 

	Cell therapy (27)
	· transplants of dopamine-producing cells
	· Early efficacy in some cases but frequent side effects


 


Supplementary Table 2. Summary of in vivo experimental models frequently used for the study of cannabinoids in PD. 

	Type of model
	Characteristics
	Utility

	Pharmacological rodent models (64,90,122)
	· Reserpine (it depletes DA stores and inhibits DA release)
· Haloperidol (it blocks DA receptors)
	They cause simple neurochemical effects that acutely reproduce some signs (e.g., motor effects) reflecting the behavioral impairment occurring in PD

	Neurotoxin-based models in rodents and also in other animal species (e.g., non-human primates, flies) (64,68,81,83, 105-108)
	· 6-hydroxydopamine (mitochondrial dysfunction/oxidative stress)
· [bookmark: _GoBack]Rotenone (mitochondrial complex I inhibitor)
· Paraquat (mitochondrial complex I inhibitor)
· MPTP (mitochondrial complex I inhibitor)
· LPS (inflammatory events)
	They only reflect partial aspects of the complex PD pathology with some events completely absent, as the case of Lewy body formation, which needs to be investigated in genetic or viral vector-based models (see below)

	Classic transgenic models in mice and other species (75,109)
	· α-synuclein(A53T) transgenic mice
· LRRK2(G2019S) transgenic mice
· Parkin-deficient mice
· other genes (e.g., PINK1) and other laboratory species (zebrafish, flies, nematodes)
	They frequently show only limited pathological phenotypes or changes that do not correspond to parkinsonism

	Viral vector-based mouse models (14-16,86)
	· AAV9-α-synuclein(A53T)-inoculated mice
· AAV9-tyrosinase-inoculated mice
	They are the most recent approaches as they reproduce better the proteinopathy (dysregulation and aggregation of α-synuclein, LRRK2, etc) profile of this disease



