Table S1. Synthetic and naturally occurring ligands for endocannabinoid receptors. Abbreviations: nd, no data; aka, also known as.

	[bookmark: _Hlk1320551]Ligand
	CB1
	CB2
	Other targets
	References

	
	Ki
(nM)
mean
(range or ±SEM)
	EC50
(nM)
mean
(range or ±SEM)
	Action
	Ki
(nM)
mean
(range or ±SEM)
	EC50
(nM)
mean
(range or ±SEM)
	Action
	
	

	Non selective CB1 and CB2 agonists

	(–)-Δ9-THC 
aka dronabinol
	5.05–80.3
	nd
	partial agonist
	3.13–75.3
	nd
	partial agonist
	Na+ channels, glycine receptors, 5-HT3A receptors, noradrenaline transporter, dopamine transporter, 5-HT transporter, GPR55, GPR18, TPRV2, TRPA1, TRPM8, μ– and δ-opioid receptors
	Anavi-Goffer et al., 2012; Jordt et al., 2004; Kapur et al., 2009; McHugh et al., 2012; Oz, 2006; Pertwee, 2008, 2004, 1988; Qin et al., 2008; Ryberg et al., 2007

	2-arachidonoylglycerol
	58.3; 472
	nd
	agonist
	145; 1,400
	nd
	agonist
	GPR55, Monoacylglycerol lipase, αβ-Hydrolase 6
	Ghafouri et al., 2004; Navia-Paldanius et al., 2012; Pertwee, 2005; Ryberg et al., 2007

	AM-2201
	1.0
	nd
	agonist
	2.6
	nd
	agonist
	nd
	Makriyannis and Deng, 2001

	AM7499
	2.51
	2.5
	agonist
	31.62
	0.3
	agonist
	nd
	S. Kulkarni et al., 2016

	anandamide 
	61–543
	nd
	partial agonist
	279–1,940
	nd
	partial agonist
	N-type Ca2+ channels, T-type Ca2+ channels, Na+ channels, Ca2+-activated K+ channels, other types of voltage-gated K+ channels, α7 nAch channels, glycine receptors, NMDA, 5-HT3A, TRPV4, TRPV1, GPR55, GPR18, TRPM8
	McHugh et al., 2012; Oz, 2006; Pertwee, 2005, 2004, 1988; Ryberg et al., 2009

	AZD1940 
aka ART27.13 
	11.75
	nd
	agonist
(peripherally restricted)
	0.87
	nd
	agonist
(peripherally restricted)
	nd
	Schou et al., 2013

	BAY 38-7271
aka KN 38-7271
	0.46-1.85
	nd
	agonist
	5.96
	nd
	agonist
	nd
	Mauler et al., 2002

	BMS-202
	nd
	100
	agonist
	nd
	125.9
	agonist
	programmed cell death 1 ligand 1
	Banister et al., 2015; Guzik et al., 2017

	cannabinol
	211
	120
	partial agonist
	126
	261
	nd
	TRPV2
	Felder et al., 1995; Qin et al., 2008; Rhee et al., 1997; Showalter et al., 1996; Zygmunt et al., 2002

	CP-55,940
	0.5-5.0
	nd
	agonist
	0.69-2.8
	nd
	agonist
	5-HT3A, TRPV1, GPR55
	Kapur et al., 2009; Oz, 2006; Pertwee, 2004, 1999

	HU-210
	0.06–0.73
	nd
	agonist
	0.17–0.52
	nd
	agonist
	5-HT2 receptors, TRPV1, GPR55, glycine receptors
	Cheer et al., 1999; Oz, 2006; Pertwee, 2005, 2004; Ryberg et al., 2007; Yang et al., 2008

	JWH-007
	9.50
	nd
	agonist
	2.94
	nd
	agonist
	nd
	Aung et al., 2000

	JWH-018 
aka AM-678
	9.00±5.00
	nd
	agonist
	2.94±2.65
	nd
	agonist
	nd
	Aung et al., 2000

	JWH-073
	8.90±1.80
	nd
	partial agonist
	38.0±24.0
	nd
	partial agonist
	nd
	Aung et al., 2000

	MDMB-Fubinaca
aka FUB-MDMB
	0.1
	0.06
	agonist
	0.13
	0.76
	agonist
	nd
	Schoeder et al., 2018

	nabilone
	2.19±0.89
	nd
	agonist
	1.8±0.42
	nd
	agonist
	nd
	Gareau et al., 1996

	O-1057 
	4.4
	nd
	agonist
	11.2
	nd
	agonist
	nd
	Pertwee, 2000

	Org 28611 
aka SCH-900,111
	1.26
	25.12
	agonist
	1.58
	nd
	agonist
	nd
	Adam et al., 2010

	SAB378 
aka CB-13 
	15±5
	nd
	agonist
(peripherally restricted)
	98±7.6
	nd
	agonist (peripherally restricted)
	nd
	Dziadulewicz et al., 2007

	WIN55212-2
	1.89–123
	nd
	agonist
	0.28–16.2
	nd
	agonist
	5-HT3A, TRPV1, glycine receptors
	Pertwee, 2005, 2004; Yang et al., 2008

	Selective CB1 agonists/positive allosteric modulator

	[bookmark: _Hlk7365851][bookmark: _Hlk5627882]2-arachidonyl glyceryl ether 
aka Noladin ether
	21.2
	nd
	agonist
	˃3,000
	nd
	nd
	GPR55 
	Pertwee, 2005; Ryberg et al., 2007

	AM11542
	0.1
	nd
	agonist
	nd
	nd
	nd
	nd
	Hua et al., 2017

	AM841
	1.26
	nd
	agonist
	nd
	nd
	nd
	nd
	Hua et al., 2017

	arachidonyl-2-chloroethylamide
	1.4; 5.29
	nd
	agonist
	195; ˃2,000
	nd
	nd
	nd
	Hillard et al., 1999; Lin et al., 1998; Pertwee, 2005

	arachidonylcyclopropylamide
	2.2±0.4
	nd
	agonist
	700±10
	nd
	nd
	GPR18
	Hillard et al., 1999; McHugh et al., 2012

	JD5037
	0.35
	1.5
	inverse agonist
(peripherally-restricted)
	nd
	nd
	nd
	nd
	Tam et al., 2012

	LDK1229
	220
	
	inverse agonist
	nd
	nd
	nd
	nd
	Mahmoud et al., 2015

	levonantradol 
aka CP 50,556-1
	2.3-4.9
	nd
	agonist
	nd
	nd
	nd
	nd
	Breivogel and Childers, 2000

	MK-9470
	nd
	0.7
	inverse agonist
	nd
	nd
	nd
	nd
	Burns et al., 2007

	O-1812
	3.4
	nd
	agonist
	3870
	nd
	nd
	nd
	Di Marzo et al., 2001

	Org27569
	nd
	158.49
	positive allosteric modulator
	nd
	nd
	nd
	nd
	Piscitelli et al., 2012

	R-(+)-methanandamide 
	17.9–28.3
	nd
	nd
	815–868
	nd
	nd
	nd
	Pertwee, 2005

	taranabant 
aka MK-0364
	0.13; 0.27
	2.8
	inverse agonist
	170; 310
	nd
	nd
	nd
	Fong et al., 2007

	ZCZ011
	nd
	125.9-501.2
	positive allosteric modulator
	nd
	nd
	nd
	nd
	Ignatowska-Jankowska et al., 2015

	α-/β-amyrin
	0.133
	nd
	agonist
	1,989
	nd
	nd
	nd
	Chicca et al., 2012

	Selective CB2 agonists
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	280
	nd
	nd
	3.4
	nd
	agonist
	nd
	Pertwee, 2005

	AM1710
	398.1
	nd
	agonist
	6.3
	nd
	agonist
	nd
	Khanolkar et al., 2007

	APD-371 
aka olorinab
	nd
	>10,000
	agonist
	19.4
	6.2
	agonist
	nd
	Han et al., 2017

	GW-405,833 
aka L-768,242
	2,043
	nd
	nd
	14
	0.65
	partial agonist
	nd
	Gallant et al., 1996; Huffman and Marriott, 2008

	GW-842,166X
	nd
	˃30,000
	nd
	nd
	63
	agonist
	nd
	Giblin et al., 2009, 2007

	HU-308 
	˃10,000
	nd
	nd
	22.7
	nd
	agonist
	glycine receptors
	Pertwee, 2005; Yang et al., 2008

	JTE-907 
	2,370
	nd
	nd
	35.9
	nd
	inverse agonist
	nd
	Pertwee, 2005

	JWH-015 
	383
	nd
	agonist
	13.8
	nd
	agonist
	5-HT3A, GPR55
	Pertwee, 2005, 2004; Ryberg et al., 2007

	JWH-133 
	677
	nd
	nd
	3.4
	nd
	agonist
	nd
	Pertwee, 2005

	L-759,633
	1,043;
15,850
	nd
	nd
	6.4;
20
	nd
	agonist
	nd
	Gareau et al., 1996; Ross et al., 1999

	L-759,656
	529->20,000
	nd
	nd
	35-19.4
	nd
	agonist
	nd
	Gareau et al., 1996; Huffman et al., 2002, 1999; Ross et al., 1999

	lenabasum 
aka JBT-101 
	628
	nd
	agonist
	51
	13.4
	agonist
	nd
	Tepper et al., 2014

	S-777469
	nd
	nd
	nd
	nd
	36
	agonist
	nd
	Odan et al., 2012

	Sch.336
	1,000
	199.5
	inverse agonist
	0.4-2
	2
	inverse agonist
	nd
	Lavey et al., 2005; Lunn et al., 2005 

	UR-144 
aka TMCP-018 or KM-X1 
	150
	421
	nd
	1.8
	72
	agonist
	nd
	Frost et al., 2010

	XL-001 
	nd
	nd
	nd
	0.5
	nd
	inverse agonist
	nd
	Zhou et al., 2018

	Selective CB1 competitive antagonists/negative allosteric modulator

	[bookmark: _Hlk5628500]AM251 
	7.5
	nd
	antagonist
	2,290
	nd
	nd
	GPR55, μ-opioid receptors 
	Ruoxi Lan et al., 1999; Ryberg et al., 2009; Seely et al., 2012

	AM281 
	12
	nd
	antagonist
	4,200
	nd
	nd
	GPR55
	Henstridge et al., 2010; R Lan et al., 1999

	AM6538
	5
	nd
	antagonist
	nd
	nd
	nd
	nd
	Hua et al., 2016

	AM6545
	3.2
	nd
	antagonist
	nd
	nd
	nd
	nd
	Bowles et al., 2015

	cannabidiol
	nd
	4,350
	negative allosteric modulator
	2,860
	nd
	nd
	GPR18, GPR55, TPRV2, TPRV3, TRPM8
	De Petrocellis et al., 2012; Laprairie et al., 2015; McHugh et al., 2012; Pertwee et al., 2010; Qin et al., 2008; Ryberg et al., 2009; Showalter et al., 1996

	compound 70
	64.3
	nd
	antagonist
	nd
	nd
	nd
	nd
	Sharma et al., 2015

	dietressa
	nd
	nd
	antagonist antibody
	nd
	nd
	nd
	nd
	Barchukov et al., 2015

	drinabant
aka AVE-1625
	0.16-0.44
	25±4
	antagonist
	nd
	˃ 10,000
	nd
	nd
	Herling et al., 2007

	GAT-100 
	nd
	19.95-398.11
	negative allosteric modulator
(irreversible)
	nd
	nd
	nd
	nd
	P. M. Kulkarni et al., 2016; Laprairie et al., 2016

	ibipinabant
aka SLV-319
	7.8±1.4
	nd
	antagonist
	7,943±126
	antagonist
	nd
	nd
	Lange et al., 2004

	LY320135 
	141
	nd
	antagonist
	14,900
	nd
	nd
	nd
	Felder et al., 1998

	MJ08
	25.4
	78.6
	antagonist/inverse agonist
	nd
	nd
	nd
	nd
	Chen et al., 2011

	NESS 0327 
	0.35
	nd
	antagonist
	21
	˃ 10,000
	nd
	nd
	Ruiu et al., 2003

	otenabant 
aka CP-945,598
	0.7, 0.12
	nd
	antagonist/inverse agonist
	7,600
	nd
	nd
	nd
	Griffith et al., 2009; Hadcock et al., 2010

	pepcan-12
	5.01-7.94
	nd
	negative allosteric modulator
	nd
	nd
	nd
	nd
	Bauer et al., 2012

	PSNCBAM-1
	nd
	45; 209
	negative allosteric modulator
	nd
	˃10,000
	nd
	nd
	German et al., 2014; Horswill et al., 2007

	rimonabant 
aka SR141716A 
	1.8–12.3
	nd
	antagonist/inverse agonist
	514–13,200
	nd
	nd
	GPR55
	Brown et al., 2011; Rinaldi-Carmona et al., 1994

	surinabant
aka SR147778
	0.56; 3.5
	nd
	antagonist
	400
	nd
	agonist
	nd
	Rinaldi-Carmona et al., 2004

	TM-38837
	nd
	7.94
	antagonist
	nd
	630.9
	antagonist
	nd
	Hung et al., 2010

	VCE-004.3
	2511.89
	nd
	antagonist
	199.53
	nd
	agonist
	nd
	del Rio et al., 2018

	Selective CB2 competitive antagonists
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	nd
	nd
	nd
	0.08
	nd
	antagonist
	nd
	Li et al., 2019

	AM-630 
	5152
	˃10,000
	nd
	31.2
	76.6
	antagonist
	nd
	Ross et al., 1999

	SR144528 
	50.3–˃10,000
	nd
	nd
	0.28–5.6
	nd
	antagonist
	nd
	Pertwee, 2005
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