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Supplementary Appendix 1: Search strategy
Pubmed:
("Amyotrophic Lateral Sclerosis"[Mesh] OR ("Amyotrophic Lateral Sclerosis"[Title/Abstract] OR "Lou Gehrig*"[Title/Abstract] OR "ALS - Amyotrophic Lateral Sclerosis"[Title/Abstract] OR "ALS Amyotrophic Lateral Sclerosis"[Title/Abstract] OR "Motor Neuron Disease"[Title/Abstract]) AND (((humans[Filter]) AND (english[Filter]))) AND ("Clinical Trials as Topic"[Mesh] OR "clinical trial"[Title/Abstract] OR "RCT"[Title/Abstract] OR "open label"[Title/Abstract] OR "randomi*"[Title/Abstract] AND ((humans[Filter]) AND (english[Filter])))) Filters: English, Humans

Embase: 
#1: 'amyotrophic lateral sclerosis'/exp/mj
#2: 'amyotrophic laterl sclerosis' OR 'als amyotrophic laterl sclerosis' OR 'als-amyotrophic laterl sclerosis' OR 'lou gehrig' OR 'motor neuron disease':ti,ab
#3: #1 OR #2
#4: 'clinical trial'/exp/mj
#5:'clinical trial' OR 'rct' OR 'open label' OR 'randomi*':ti,ab
#6: #4 OR #5
#7: #3 AND #6
#8: #3 AND #6 AND [humans]/lim AND [english]/lim
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[bookmark: _Hlk141556407]Supplementary Table N3. Drug name and number of studies with positive or negative results
	Drug Name
	N positive results
	N negative results
	Total 

	3,4 - DIAMMINOPIRIDINA (DAP)
	2
	1
	3

	4-IMMUNOSUPPRESSIVE DRUG REGIMEN
	0
	1
	1

	9-AMMINO- 1,2,3,4-TETRAIDROACRIDINA (THA)
	0
	1
	1

	ACETILCISTEINE
	0
	1
	1

	ACETYL-L-CARNITINE
	1
	0
	1

	ALPHA-TOCOPHEROL (Vit E)
	0
	2
	2

	AMINOPHYLLINE
	1
	0
	1

	ANAKINRA
	0
	1
	1

	ARIMOCLOMOL
	1
	0
	1

	BACLOFEN
	0
	1
	1

	BDNF
	0
	2
	2

	BIOTINE (MD1003)
	1
	0
	1

	BRAINOIL 
	1
	0
	1

	BRANCHED-CHAIN AMINO ACIDS
	1
	3
	4

	BROMCRIPTINA
	1
	0
	1

	CEFTRIAXONE
	0
	2
	2

	CELECOXIB
	0
	1
	1

	CELECOXIB + CIPROFLOXACIN
	1
	0
	1

	CICLOFOSFAMIDE
	1
	1
	2

	CK-2017357
	1
	0
	1

	CLENBUTEROL
	1
	0
	1

	COLECALCIFEROLO
	0
	1
	1

	COQ10
	0
	2
	2

	CORTICOTROPINA + CICLOFOSFAMIDE
	0
	1
	1

	CREATINE
	1
	4
	5

	CYCLOSPORINE
	0
	1
	1

	DEFERIPRONE
	0
	1
	1

	DELTA-9-TETRAHYDROCANNABINOL + CANNABIDIOL
	1
	0
	1

	DESTRAN SOLFATO
	2
	0
	2

	DESTROMETORFANO
	0
	3
	3

	DEXPRAMIPEXOLE
	1
	1
	2

	DIMETHYLFUMARATE
	0
	1
	1

	DL-3-N-BUTYLPHTIALIDE (NBP)
	0
	1
	1

	DN-1417
	0
	1
	1

	EDARAVONE
	3
	2
	5

	ELYSIUM HEALTH’S CANDIDATE DRUG EH301
	1
	0
	1

	ERITROPOIETINA UMANA RICOMBINANTE (RHEPO)
	1
	1
	2

	EZOGABINE
	1
	0
	1

	FISOSTIGMINA
	0
	1
	1

	FLECAINIDE
	0
	1
	1

	GABAPENTIN
	1
	2
	3

	GANGLIOSIDI
	0
	4
	4

	GLATIRAMER ACETATE
	1
	1
	2

	GLUTATHIONE PEROXIDASE
	1
	0
	1

	GLUTATIONE RIDOTTO (GSH)
	0
	1
	1

	GM604
	0
	1
	1

	GRANULOCYTE-COLONY STIMULATING FACTOR (G-CSF)
	1
	2
	3

	GROWTH HORMON
	0
	1
	1

	GUANABENZ
	1
	0
	1

	GUANIDINE  
	1
	0
	1

	GUANIDINE O AMANTDINE
	0
	1
	1

	HUMAN LEUCOCYTE INTERFERON (IFN)
	0
	3
	3

	IFNB-1A
	0
	1
	1

	IMMUNOGLOBULINE
	0
	2
	2

	INDINAVIR
	0
	1
	1

	INOSINE
	1
	0
	1

	INOSITOLE (Vit B7)
	0
	1
	1

	INSULIN-LIKE GROWTH FACTOR-1 (IGF-1)
	1
	1
	2

	ISOPRINOSINA
	0
	1
	1

	JI WU LI 
	1
	0
	1

	JWSJZ DECOCTION
	0
	1
	1

	LAMOTRIGINE
	0
	2
	2

	L-DEPRENYL
	0
	1
	1

	LECITINE
	0
	1
	1

	LEVAMISOLE
	0
	1
	1

	LEVOSIMENDAN
	0
	2
	2

	LITHIUM CARBONATE
	1
	5
	6

	LITHIUM CARBONATE + VALPROIC ACID
	1
	0
	1

	L-TREONINA
	0
	2
	2

	LUNASIN
	0
	1
	1

	MASITINIB
	1
	0
	1

	MEMANTINE
	1
	1
	2

	METILCOBALAMINA
	2
	1
	3

	METILPREDNISOLONE + PREDNISONE; THAN CICLOFOSFAMIDE
	0
	1
	1

	MEXILETINE
	2
	1
	3

	MILK WHEY PROTEINS
	0
	1
	1

	MINOCICLINA
	1
	1
	2

	MINOCICLINA + CREATINA (MC) E CELECOXIB + CREATINA (CC)
	1
	0
	1

	MODIFIED NEUROTOXIN
	0
	1
	1

	MODIFIED VENOM SNAKE
	0
	1
	1

	MORFINA
	1
	0
	1

	NANOCURCUMINA
	1
	0
	1

	NEOSTIGMINE AND PHYSOSTIGMINE
	0
	1
	1

	NIMODIPINA
	0
	2
	2

	NP001
	0
	1
	1

	NUEDEXTA (DMQ)
	1
	0
	1

	OCTACOSANOL
	0
	1
	1

	OLESOXIME
	0
	1
	1

	ORG 2766
	0
	1
	1

	OZANEZUMAB
	0
	3
	3

	PENGH
	0
	1
	1

	PENTOXIFYLLINE
	0
	1
	1

	PERAMPANEL
	0
	2
	2

	PIMOZIDE
	0
	1
	1

	PIOGLITAZONE
	0
	1
	1

	PURIFIED CHLORITE
	0
	1
	1

	R(+) PRAMIPEXOLO
	0
	1
	1

	RANOLAZINA
	1
	0
	1

	RASAGILINA
	0
	3
	3

	RECOMBINANT HUMAN CILIARY NEUROTROPHIC FACTOR (RHCNTF)
	0
	2
	2

	RECOMBINANT HUMAN LEUKOCYTE ALPHA-2 INTERFERON
	0
	1
	1

	RECOMBINANT INSULIN-LIKE GROWTH FACTOR I (RHIGF-1)
	2
	1
	3

	RECOMBINANT METHIONYL HUMAN BRAIN DERIVED NEUROTROPHIC FACTOR (R-METHUBDNF)
	0
	1
	1

	RELDESEMTIV
	0
	1
	1

	RETIGABINA
	1
	0
	1

	RHGH
	0
	1
	1

	RILUZOLE
	5
	2
	7

	ROPINIROLE HYDROCHLORIDE
	1
	0
	1

	RX77368
	1
	1
	2

	SELEGILINA
	0
	2
	2

	SODIO FENILBUTIRATO
	1
	0
	1

	SODIUM PHENYLBUTYRATE-TAURURSODIOL
	1
	0
	1

	TALAMPANEL
	0
	1
	1

	TALIDOMIDE
	0
	2
	2

	TAMOXIFEN
	0
	1
	1

	TAMOXIFENE, CREATINA
	1
	0
	1

	TAUROURSODEOXYCHOLIC ACID (TUDCA)
	1
	0
	1

	TCH346
	0
	1
	1

	TEOFILLINE
	1
	0
	1

	TESTOSTERONE CYPIONATE
	0
	1
	1

	TILORONE
	0
	1
	1

	TIRASEMTIV
	2
	2
	4

	TOCILIZUMAB
	1
	0
	1

	TOFERSEN
	0
	2
	2

	TOPIRAMATE
	0
	1
	1

	TRANSFER FACTOR
	0
	1
	1

	TRH (THYROTROPIN RELEASING HORMONE)
	1
	9
	10

	UDCA
	1
	0
	1

	VALPROIC ACID
	0
	1
	1

	VERAPAMIL
	0
	1
	1

	XALIPRODEN
	1
	2
	3

	Total
	68
	145
	213






[bookmark: _Hlk141556473]Supplementary table N 4. Mechanism of action, drugs and results
	Mechanisms
	Drug
	N positive results
	N negative results

	Acetylcholinesterase inhibitor
	9-ammino-1,2,3,4-tetraidroacridina; fisostigmine; neostigmine
	0
	3

	Activator of fast troponin complex
	CK-2017357; reldesemtiv; tirasemtiv
	3
	3

	Apoptosis
	DL-3-N-butylphtialide; GM604; indinavir; minocycline; pentoxyfilline; rasagilina; sodium phenylbutyrate; TCH-346; TUDCA; UDCA
	4
	10

	Autophagy
	lithium carbonate
	2
	5

	Bronchodilator
	aminophylline; clenbuterol
	2
	0

	Calcium channel blocker
	pimozide; verapamil
	0
	2

	D2 receptor agonist
	bromocriptine; ropinirole hydrochloride
	2
	0

	Decrease Endoplasmic reticulum stress
	amantadine; guanabenz
	1
	1

	Epigenetic /Genetic defects
	lunasin; sodium phenylbutirate; tofersen; valproic acid
	1
	4

	Excitotoxicity
	branched-chain amino acids; ceftriaxone; dextromethorphane; gabapentin; JWSJZ decoction; lamotrigine; memantine; nimodipine; nuedexta; riluzole; talampanel
	9
	20

	GABA agonist
	baclofen; topiramate
	0
	2

	GABA antagonist
	PENGH
	0
	1

	Growth factors
	destran solfato; DN-1417; gangliosides; growth hormone; octacosanol; RX77368; thyrotropin releasing hormone
	4
	17

	Immunomodulator
	4- Immunosuppressive drug regimen; IFN; IFNB-1A; immunoglobuline; isoprinosine; recombinant human leukocyte alpha-2 interferon; tilorone; tocilizumab
	1
	10

	Iron chelator
	deferiprone
	0
	1

	MAO-B inhibitor
	L-deprenyl; Selegiline
	0
	3

	Metabolic dysfunction
	inositole;  L-threonine
	0
	3

	Mitochondrial dysfunction
	acetyl-L-carnitine; biotina (MD1003); creatine; dexpramipexole; DL-3-N-butylphtialide; EH301; olesoxime 
	5
	7

	Neuroinflammation
	anakinra; celecoxib; cholecalciferol; corticotropina; cyclophosphamide; dimethylfumarate; DL-3-N-butylphtialide; glatiramer acetate; GM604; JWSJZ decoction;  levamisole; masitinib; metilprednisolone; minocycline; NP001; ORG 2766; pioglitazone; prednisone; purified chlorite; tamoxifen; thalidomide; UDCA
	5
	20

	Neuroprotective
	Recombinant-Human Erythropoietin
	1
	1

	Neurotrophic factors
	BDNF; G-CSF; GM604; IGF-1; ozanezumab; RH-CNTF; xaliproden
	3
	13

	Oxidative stress
	acetylcysteine;  alpha-tocopherol; brainoil; cholecalciferol; CoQ10; DL-3-N-butylphtialide; edaravone; inosine; methilcobalamine; nanocurcumina; R(+) pramipexolo; rasagilina;  reduced glutathione; UDCA
	9
	15

	Palliative care
	morphine
	1
	0

	Potassium channel activator
	ezogabine; levosimendan; retigabina
	2
	2

	Potassium channel blocker
	3,4 - Diaminopyridine; guanidine
	2
	0

	Proteinopathy
	arimoclomol
	1
	0

	Sodium channel blocker
	flecainide; mexiletine; ranolazina
	3
	2

	Other
	Ji Wu Li; lecitine; milk whey proteins; modified neurotoxin; modified snake venom; teophylline; testosterone cypionate; transfer factor
	2
	6
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