
	Target Mechanism
	Drug 
	Mechanisms of action
	Disease

	Myelin
	Clemastine fumarate
	Binds to muscarinic receptor and activates OPC differentiation and myelination
	AD
Ageing

	
	Metformin
	AMPK inhibitor, restores OPC differentiation and remyelination
	Ageing

	
	LY294002
	Modulator of PI3K-Akt-mTOR signalling modulator
	Ageing

	Synaptic dysfunction
	Levetiracetam
	Inhibits calcium release intraneuronal deposits
Reverse synaptic dysfunction
	AD

	
	Bryostatin 1
	Activates PKC and regulates neurogenesis, axonal transport, and synaptic plasticity
	AD

	
	Masitinib
	Tyrosine Kinase Inhibitor
Mast cell inhibition, reduces secretion of toxic mediators for synapses
	AD
ALS

	
	Riluzole
	Inhibits glutamate release
	ALS

	
	Ceftriaxone
	Upregulation of glutamate transporter
	ALS

	
	Cell-permeable peptides targeting ADAM10 trafficking
	Blocks ADAM10 endocytosis, upregulating ADA10 activity
	AD

	
	
	Inhibition of SAP97-mediated ADAM10 trafficking to synapse, decrease in ADAM10 activity
	HD

	Gene expression: transcriptional regulation and epigenetic mechanisms
	Memantine
	Contrast NF-kB pro-inflammatory activity
	AD

	
	Tubastatin 
ACY-1215 
MPT0G211 
5-Aroylindoles 
	HDAC inhibitors:
-Facilitate gene expression through chromatin remodelling
-Restore memory function
	AD

	Autophagy
	Rapamycin
	Blocks mTORC1- removing autophagy inhibition
	Ageing
AD
ALS

	
	AUTEN-67
	mTOR dependent modulation of autophagy
Increases autophagy
	AD

	
	Metformin

	Activates AMPK promoting autophagy and blocking mTORC1
	Ageing, AD, PD, HD

	
	PROTAC
	Remove protein aggregates using autophagy
	AD

	Metabolic failure
	-MitoQ
-CoQ10
-MitoVItE
-MitoTEMPOL
	Antioxidants:
-Limit mitochondrial ROS Production
	AD
PD

	
	Resveratrol
	Antioxidant indirectly activating PGC-1
	PD, AD
ALS, HD

	
	Mdivi-1
	Dpr1 inhibitor limiting mitochondrial division
	AD

	
	Shikonin
	PKM2 modulator, an apoptotic break
	AD

	
	MCU inhibitors 
	Limit mitochondrial calcium uptake
	AD, PD

	CNS inflammation
	-Siponimod
-Fingolimod 
-Natalizumab
	Limit immune cell infiltration in the CNS
	ALS
AD, PD
HD

	
	Minocycline
	Anti-inflammatory (Controversial results between pre-clinical models and clinical trials)
	AD, HD
ALS,
PD

	
	-IL-2/anti-IL-2 monoclonal antibody complexes

	Treg expansion
	ALS
AD


	
	-Gene delivery to overexpress IL-2 CNS
	IL-2 overexpression under GFAP promoter to expand Treg locally in CNS
	Ageing

	
	-Dasatinib
-Digoxin
-Quercetin
-AP20187
	Senolyticis:
Removal of senescent cells in the CNS (oligodendrocyte, astrocytes, microglia)
	AD
Ageing



Table 2. Summary of the therapeutic approaches developed to target the biological pathways contributing to the pathogenesis of primary neurodegenerative disorders. In rightmost column, the indication of the disease for which the molecules were tested in preclinical studies (in italics) and in clinical trials (in boldface type).

