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In	addition,	the	volume	of	the	CB2-antagonist	binding	pocket	(447Ã	ÂÃÂ3)	is	closer	to	that	of	activated	AM11542@CB1	(384Ã	ÂÃÂ3)	than	to	that	of	antagonized	AM6538@CB1	(822Ã	ÂÃÂ3).	The	single	residue	difference	in	ICL-2	(L222	in	CB1	and	P139	in	CB2)	may	contribute	to	the	G	protein	coupling	diversity	of	the	cannabinoid	receptors;	whereas
CB2	is	Gi	specific,	CB1	can	bind	other	G	proteins	such	as	Gs	(G	protein-stimulating	adenylate	cyclase),	and	Gq	(G	protein-activating	phospholipase	C	and	G	protein-increasing	cytosolic	Ca2+).	It	is	a	partial	agonist	of	the	CB2	receptor,	although	it	can	bind	to	other,	non-cannabinoid	receptors,	too.	[PMC	free	article]	[PubMed]	[Google	Scholar]Li	X.,	Hua
T.,	Vemuri	K.,	Ho	J.-H.,	Wu	Y.,	Wu	L.,	Popov	P.,	Benchama	O.,	Zvonok	N.,	Locke	K.A.	Crystal	structure	of	the	human	cannabinoid	receptor	CB2.	However,	the	structural	similarity	of	GPCRs	and	the	structural	diversity	of	the	phytocannabinoids,	coupled	with	the	anecdotal	and	preliminary	medical	studies	into	the	physiological	effects	of	cannabis,	hint	at
a	broader	scope	of	interaction.Exploring	this	exciting	new	landscape	requires	a	thorough	understanding	of	the	known	molecular	interactions	between	cannabinoids	and	receptors;	consequently,	this	review	summarizes	our	existing	knowledge	of	the	interactions	between	the	cannabinoids	and	the	two	cannabinoid	receptors,	CB1	and	CB2,	based	both	on
structural	biology	and	associated	computational	studies.	Interestingly,	the	heptyl	chain	at	C3	extended	into	a	long	hydrophobic	tunnel	formed	by	L193,	V196,	Y275,	I271,	L276,	W279,	L359,	F379,	and	M363,	formed	by	TM3,	TM5,	and	TM6,	along	its	entire	length,	maximizing	the	hydrophobic	interactions	with	the	residues	along	the	side	of	the	channel
(Figures	10F	and	10G).	The	first	three-dimensional	model	of	a	human	cannabinoid	receptor	was	constructed	by	Mahmoudian	using	bacteriorhodopsin	as	the	structural	template,	with	the	aid	of	the	SYBYL	and	MOPAC	packages	in	(Mahmoudian,	1997).	J.	Neuroendocrinol.	Much	of	the	fundamental	work	was	done,	but	greater	clarity	about	the
relationship	between	structure	and	function	remains	a	tempting	challenge.	The	binding	affinity	of	the	THC	to	the	CB1	mainly	results	from	a	combination	of	hydrophobic	and	aromatic	interactions	and	an	excellent	complementarity	in	a	way	rather	than	liaison	with	dipole-dipolan	or	hydrogen,	with	ECL2	and	TM3,	TM5,	TM6,	and	TM7.	Unlike	its
adoption	of	a	V-shaped	loop	for	direct	involvement	in	the	antagonized	CB-binding	bond1,	the	AM10257@CB2	N-terminal	propeller	sits	on	the	orthosteric	pocket	without	direct	involvement	in	the	antagonist	bond;	however,	similar	to	the	CB1,	ECL2	on	CB2	is	stabilized	by	an	internal	disulfide	bond	(C174–C179)	Video	maintaining	the	localization



connection	key.	A	second	endogenous	cannabinoid	that	modulates	long-term	potentiation.	The	CBD	connection	leads	to	the	coordinated	opening	of	the	cytoplasmic	and	extracellular	pockets,	allowing	better	access	to	ligands	in	the	connection	location,	when	closing	the	Gi	connection	location.	[PubMed]	[Google	Scholar]Picone	R.P.,	Khanolkar	A.D.,	Xu
W.,	Ayotte	L.A.,	Thakur	G.A.,	Hurst	D.P.,	Abood	M.E.,	Reggio	P.H.,	Fournier	D.J.,	Makriyannis	A.	[PMCado	free]	[PubMed	free	article]	[Google	Scholar]Hua	T.,	Li	X.,	Wu	L.,	Iliopoulos-Tsoutsouvas	C.,	Wang	Y.,	Wu	M.,	Shen	L.,	Johnston	C.A.,	Nikas	S.P.,	Song	F.	These	movements	shrink	the	volume	of	the	orthosteric	ligand	binding	site	by	53%,	open	the
twin	alternation	switch	comprising	F200	and	W356,	and	correspondingly	increase	the	surface	area	of	the	G	protein	binding	regionthe	receiver,	activating	the	GPCR.	Communication	1996;39:3875–3877.	[PubMed]	[Google	Scholar]Soethoudt	M.,	Grether	U.,	Fingerle	J.,	Grim	T.W.,	Fezza	F.,	De	Petrocellis	L.,	Ullmer	C.,	Rothenhäusler	B.,	Perret	C.,	Van
Gils	N.	[PubMed]	[Google	Scholar]Citti	C.,	Linciano	P.,	Russo	F.,	Luongo	L.,	Iannotta	M.,	Maione	S.,	Laganà	A.,	Capriotti	A.L.,	Forni	F.,	Vandelli	M.A.	A	new	phytocannabinoid	isolated	from	sativa	Cannabis	L.	[PMC	free	article]	[PubMed]	[Google	Scholar]Shimamura	T.,	Shiroishi	M.,	Weyand	S.,	Tsujimoto	H.,	Winter	G.,	Katritch	V.,	Abagyan	R.,
Cherezov	V.,	Liu	W.,	Han	G.W.	Structure	of	the	Htamine	human	complex.	Biophysical	studies	indicate	that	the	activation	of	the	ligand-induced	receptor	usually	continues	to	change	the	relative	orientations	of	TM3	and	TM6	(Nakanishi	et	al.,	2006),	with	the	intracellular	end	of	TM6	by	moving	away	from	TM3	through	hygienization	and	the	“up”
movement	to	the	membrane	(Jensen	et	al.,	2001).	2-Arachidonoylglycerol:	a	possible	endogenous	cannabinoid	receptor	ligand	in	the	brain.	FRET-based	monitoring	of	the	conformational	change	of	the	adrenergic	receptor	β2	in	live	cells.	This	provides	the	structural	basis	for	the	observation	that	CB2	antagonists	are	often	agonists	of	CB1	(Ogawa	et	al.,
2015),	highlighting	the	yin-yang	relationship	between	CB1	and	CB2.	Comparison	of	the	ligand-Binding	modes	of	CB1	and	CB2(A	and	B)	(A)	Superposition	of	AM6538@CB1	(5TGZ)	(blue)	and	AM10257@CB2	(5ZTY)	(orange)	ligand-binding	pockets	and	(B)	conformational	difference	of	F200	and	W258	in	the	bound	antagonist	CB2	and	CB1.(C)
Comparison	of	the	“change	switching”	waste	conformation	in	AM12033@CB2	(6KC)	Prog.	2017;2:1-12.	Science.	2019;78:95–107.	(A)	Chemical	structures	and	predicted	bonding	postures	of	THC	with	inactive	structure,	(A)	PBD:	5TGZ	and	(B)	PDB:	5U09	(15)	(transparent	magenta	car)	and	(C)	with	active	structure	PDB:	5XRA.	(2019)	alsognitupmoC
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Investigation,	F.S.,	V.G.	and	A.B.;	Writing	"Original	Draft,	F.S.	and	V.G.;	Writing	-	Review	and	edition,	F.S.,	V.G.,	A.B.,	J.F.T.;	Visualization,	F.S.;	Supervision,	J.F.T.;	Acquisition	of	funding,	J.F.T.	All	authors	gave	final	approval	to	the	final	version	of	the	manuscript.	The	therapeutic	potential	of	cannabis.	The	only	interaction	maintained	in	both
conformations	was	between	THC	and	TM3	T1973.33.	Soc.	A	computational	study	on	cannabinoid	receptors	and	powerful	bioactive	cannabinoid	ligands:	homology	modeling,	snapping,	drug	design	again	and	molecular	dynamic	analysis.	2008;	153:	199	-	215.	The	same	year,	Shao	et	al.	C.	Cell.	Molecular	dynamic	studies	indicate	that	the	connection	to
the	ligand	to	CB1	and	CB2	occurs	through	the	lateral	insertion	through	the	lipid	bilayer	and	not	directly	from	the	solution	(Reggio,	2010).	Plumbers.	CB2	receptors	function	by	inhibiting	the	activity	of	adenyl	cyclase	through	their	Gi/Goî	±	subunits,	and	influencing	the	Ras-Ref-MEK-ERK	pathway,	which	has	a	profound	effect	on	mature	and	neotheric
tissues	(Slipetz	et	al.,	1995;	Saroz	et	al.,	2019).	The	first	crystalline	structure	of	CB2,	linked	to	the	high	-Afinity	Synthetic	Antagonist	AM10257,	was	reported	by	Hua	and	co-workers	in	2019	(PDB:	5zty,	Figure	3,	Video	S2)	(Li	et	al.,	2019)	.The	C-terminal	intracellular	propeller	adopts	an	inactive	conformance	similar	to	that	of	antagonist-	CB1
connected;	The	extracellular	portions	of	CB2	and	CB1	linked	antagonists	differ,	mainly	within	TM1	and	TM2.	The	tricyclic	THC	ring	system	forms	stacking	with	F268ECL2,	F3797.35,	F1893.25	and	F1772.64	and	the	phenolic	-OH	in	C1	forms	a	hydrogen	bond	with	S3837.3.	The	alquil	chain	of	THCa	htiw	,CHT	.J	.rB	.ytiniffa	gnidnib	eht	fo	tsom	rof
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;saxiab	siam	saigrene	salep	sodaziretcarac	soxelpmoc	me	2BC	)B(	e	1BC	)A(	a	sodalucniv	AEA	e	CHT	evitcelesnoN2BC	e	1BC	satsinoga	so	sobma	a	sodagiL	AEA	e	CHT	.)B7	arugiF(	82.3291K	ed	acib³Ãfordih	ecaf	a	e	52.3981F	e	46.2771F	,16.2471F	saninalalinef	moc	odnigaretni	,3MT	e	2MT	rop	odinifed	ocib³Ãfordih	oslob	od	ognol	oa	es-ednetse
etnagil	od	liuqla	od	aduac	A	.etnahlemes	o£Ã§Ãaretni	amu	artsom	,24511MA	moc	o£Ã§Ãarapmoc	me	)5C(	liuqla	ed	aiedac	supporting	the	role	of	THC	as	a	partial	partial	agonist	2008)	.tham	et	al.	In	the	third	study	of	Hua	et	al.,	previously	quoted,	the	active	crystalline	structure	of	the	CB1	(PDB:	5XRA)	was	used.	Computational	research	in	the
connection	modes	of	rhinobant	analogues	with	CB1	and	CB2.	J.	Chem.	Bull.	They	identified	three	different	locations	based	on	a	cluster	analysis	and	calculated	the	connection	energy	(Table	3):	1.Pocket	1:	In	the	transmembrane	region	between	TM2	and	TM4,	the	ligand	connection	occurs	through	the	conserved	residue	W241	(TM4),	hydrophobic
residue	F237	(TM4)	and	an	electrostatic	interaction	with	protonated	H154	(TM2)	.2.Pocket	2:	between	TM1,	TM7	and	intracellular	Helix	8.3.	Pocket	3:	In	the	N-terminal	region	of	the	CB1,	partially	overlaying	the	orthosteric	site.	J	-Nat.	[PubMed]	[Google	Scholar]	De	Azevedo	W.,	Jr.,	Russian	S.	Daines	and	colleagues	in	2018,	looking	for	other	coupling
sites	on	CB1,	failed	to	identify	anyone	and	reiterated	the	importance	of	waste	380-"	384	For	the	connection	(Sabatucci	et	al.,	2018).	In	2019,	Jung	attracted	THC	in	inactive	active	conformation	structures	and	now	available	from	CB1	(PDB:	5TGZ	and	5XRA,	respectively)	and	performed	molecular	dynamic	simulations	to	predict	the	THC	bonding	Poses
at	the	orthoteric	ligand	binding	site	(Jung	et	al.,	2018).	[PubMed]	[Google	Scholar]	Hryhorowicz	S.,	Kaczmarek-Rys	M.,	Andrzejewska	A.,	Staszak	K.,	Hryhorowicz	M.,	Korcz	A.,	Slomski	R.	Its	centrality	to	cell	signaling	made	them	undisputedly	the	central	focus	of	modern	drug	discovery	(Hauser	and	2017).	The	main	difference	between	the	three
ligands	was	observed	in	the	position	of	the	aliphatic	lateral	chain:	the	THCB	butyl	chain	does	not	extend	through	the	TM3-TM5-TM6	tunnel,	such	as	the	THC	pentile	chain	(Figure	10C);	Instead,	as	the	propil	chain	of	THCV,	it	connects	to	the	small	hydrophobic	subpocket	located	near	the	tunnel	entrance	(Figure	10D).	[PubMed]	[Google]Bouaboula	M.,
Poinot-Chazel	C.,	C.,J.,	Canat	X.,	Bourrié	B.,	Rinaldi-Carmona	M.,	Calandra	B.,	Le	Fur	G.,	Casellas	P.	Conformational	changes	induced	by	agonists	on	the	cytoplasmic	side	of	the	transmembranar	segment	6	in	the	adrenergic	receptor	î22	mapped	by	the	selective	fluorescent	labeling	of	the	site.	Although	this	structure	shows	close	to	the	identity	of
AM12033@	CB2,	there	were	subtle	differences:	the	AM10257	penetrates	more	into	the	bonding	bag	(ca.	replicated	the	study,	fitting	the	THC	for	the	same	crystalline	structures.	[PubMed]	[Google	Scholar]	Mechoulam	R.,	Peters	M.,	Murillo-Rodriguez	E.,	Hanus	L.O.	Cannabidiol-Recent	Advances.	Missing	pieces	for	the	endocannabinoid	puzzle.	This
obviously	requires	a	rotation	of	TM6	during	activation	of	the	CB1	and	the	consequent	discontinuation	of	the	packaging	around	W356.48;	the	ligand	bond	is	clearly	clearly	The	dynamical	ligand	connection	usually	occurs	within	a	connection	space	formed	by	the	TM	package,	directly	into	a	pocket	formed	by	the	extracellular	loops,	or	a	combination	of
extracellular	loop	and	gap	residues	in	the	connection	location.	2014;	87:	897	-	919.	1996	;	237:	704	-	711.	[PubMed]	[Google	Scholar]	Hua	T.,	Vemuri	K.,	Nikas	S.P.,	LaPrairie	R.B.,	Wu	Y.,	Qu	L.,	Pu	M.,	Korde	A.,	Jiang	S.,	Ho	J.H.	Crystalline	structures	of	human	cannabinoid	receptor	connected	to	CB1	agonist.	Veg.	2	009;	4:	942	-	947.	[PubMed]	[Google
Scholar]	Lin	S.W.,	Sakmar	T.P.	Specific	triptofane	changes	UV-absorption	are	rodopsin	transition	probes	to	your	active	state.	The	effect	of	the	five-day	dosage	with	THCV	on	cognitive,	psychological	and	physiological	effects	induced	by	THC	on	healthy	human	volunteers:	a	crossover	pilot	study	controlled	by	placebo,	double-blind.	61	-	101.	Despite
CBD's	ability	to	connect	to	several	CB1	locations	in	the	presence	of	THC,	this	work	makes	a	strong	argument	that	the	preferred	link	location	is	located	at	the	entrance	to	theOrthosphereic	ligament:	CBD	follows	the	THC	on	the	receiver,	turning	off	the	GPCR	only	as	the	THC	connects.	turns	on.	in	a	model	of	homology	CBD@CB2	built	in
AM11542@CB1	and	AM6538@CB1	exhibit	partial	agonism	and	binding	of	orthosteric	sites	through	key	interactions	with	residues	K23Nt,	F912.61,	L182ECL2,	FECL2183	and	A2827.36	in	model	5XRA.	This	lid	is	anchored	by	a	semi-organized	water	blanket	that	seals	the	pocket	behind	CBD.	1995;50:83–90.	Computational	chemistry	also	contributed	to
our	understanding	of	the	receiver.	A	partial	agonist	is	an	intermediate	class	that	when	binding	does	not	invoke	the	complete	agonist	conformational	change,	but	still	allows	partial	activity;	simultaneously,	they	“block”	the	receiver	to	be	available	for	full	agonist	bond.	2018;61:1646–1663.	Rev.	1990;8:52–56.	In	the	5XRA	model	of	the	agonist	receptor,
THC	interacted	with	TM2,	TM3,	TM5,	and	TM7,	while	in	the	antagonist	model	(5TGZ),	THC	showed	weaker	interactions	with	TM1,	TM3,	TM4,	TM6,	and	TM7.	Receiver	structure	D3	of	human	dopamine	in	complex	with	a	selective	antagonist	D2/D3.	J.	Med.	Expressed	mainly	in	immune	system	cells	and	astrocytes	and	microglia	in	the	CNS	(Mackie,
2008),	CB2	activation	is	associated	with	neurodefense	functions	and	ensuring	the	maintenance	of	bone	mass	and	the	reduction	of	inflammation.	In	the	case	of	permitted	digital	reproduction,	please	credit	the	National	Cancer	Institute	as	source	and	link	to	the	original	product	of	NCI	using	the	original	product	title;	for	example,	“Cannabis	and
Cannabinoids	(PDQ®)	–	Professional	Health	Version	was	originally	published	by	the	National	Cancer	Institute.”	Like	most	of	modern	molecular	biology	and	natural	product	chemistry,	the	understanding	of	cannabinoid	pharmacology	focuses	around	molecular	interactions,	in	this	case,	between	cannabinoids	and	their	slutty	targets,	the	coupled	protein
G	(GPCRs)	receptors	of	cannabinoid	1	(CB1)	and	cannabinoid	receptor	2	(CB2).	Your	THC@CB1	anchor	calculations	produce	multiple	poses	where	theterpenã³ide	terpenã³ide	well	with	that	of	the	ligand	in	AM11542@CB1	(Hua	et	al.,	2017);	however,	the	alkyl	C3	chain	of	THC	was	more	flexible,	able	to	occupy	the	hydrophobic	cavity,	coincident	with
the	p-fluorobenzil	group	of	agonist	FUB,	and	adopt	a	downward	conformation	where	it	points	to	the	lever	switch	to	activate	the	receiver.	XXVII.	(-)-7'-Isothiocyanate-11-hydroxy-1',1'-dimethylheptylhexahydrocannabinol	(AM841),	a	high	affinity	electrophilic	ligand,	covalently	interacts	with	a	six-helix	cysteine	and	activates	the	CB1	cannabinoid
receptor.	[PubMed	free	article]	[Google	scholar]Gill	E.W.	propyl	propyl	theologian	of	tetrahydrocannabinol:	its	cannabis	isolation,	properties	and	synthesis.	[PubMed]	[Google	Scholar]Stella	N.,	Schweitzer	P.,	Piomelli	D.	The	slight	rotation	of	F1173.36	allows	W2586.48	to	interact	only	weakly	with	WIN	55.212-2,	forcing	it	1.2	Å	further	away	from	the
ligand	than	in	the	case	of	AM10257	(Figure	5D).	However,	a	much	more	fruitful	area	of	future	development	will	likely	involve	detailed	studies	on	smaller	phytocannabinoids	(>150	at	the	time	of	writing),	some	of	which	have	activity	orders	of	magnitude	greater	than	THC	and	CBD.	The	field	is	expected	to	move	forward	quickly	in	the	coming	months	and
years,	as	additional	cryo-EM	and	X-ray	structures	are	resolved;	it	is	likely	a	matter	of	time	before	the	structures	in	the	presence	of	key	phytocannabinoids	are	available.	Pharmacol.	This	orientation	is	also	different	from	the	expected	pose	for	shorter	alkyl	chain	counterparts,	THCV	and	THCB,	where	the	chain	is	in	the	lateral	hydrophobic	pocket
instead.	The	CB1	K1923.28	on	TM3,	known	to	be	important	for	the	ligand	connection,	involved	in	indirect	interactions	rather	than	direct,	with	antagonists	to	keep	the	inactive-state	CB1	stable	through	a	salt	bridge	with	D1762.63	on	TM2.	The	TNB	is	firmly	in	the	pocket,	making	multiple	contacts	o	o	odnaeuqolb	,7MTâ1MT	arutreba	an	7MT	o	e	1MT	o
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esop	amu	emussa	ed	ed	o£Ã§Ãnuf	ed	sotnemanoicaleR	-	aruturtse	A	.M.J	idlomiR	,.W.E	woB	]ralohcS	elgooG[	Cannabinã³Idids:	Modulation	CB1/CB2.	[PMC	Free	article]	[Pubmed]	[Google	scholar]	Wess	J.	2010;	330:	1066	€	“1071.	[PubMed]	[Google	Scholar]	McPartland	J.M.,	Glass	M.,	Pertwee	R.G.	META-ANAMISH	OF	THE	LIGHTING	AFFINITY	OF
THE	CANABINAIDOPHY	AND	DISTRIBUTION	OF	THE	RECEIVER:	DIFFERENCES	OF	INTERPARS.	(D)	Superposition	of	Fubal@CB1	(ship)	and	am11542@cb1	(blue)	.1	The	first	CRUAL	STRUCTURE	CB1	agonist	was	reported	in	2017	(am11542@cb1	pdb:	5xra)	(Figure	4b,	Video	S1)	(Hua	et	al.,	2020).	Chem.	Likewise,	the	extracellular	facilities	of
TMI	and	TM2	collapse	towards	the	ligand	ligation	site,	allowing	F872.57	and	F912.61,	forming	hydrophic	interactions	with	AM10257.	2007;	150:	613-623.	2011;	475:	65	€	“70.	The	affinity	of	a	ligand	for	the	receiver	is	independent	of	paper:	weakly	binding	full	agonists	and	strongly	binding	partial	agonists	are	both	known.	2011;	469:	241-244.	[PMC
Free	article]	[PubMed]	[Google	Scholar]	Palczewski	K.,	Kumasaka	T.,	Hori	T.,	Behnke	C.A.,	Motoshima	H.,	Fox	B.A.,	Trong	I.L.,	Teller	D.C.,	Okada	T.,	Stenkamp	R.E.	Rhodopsin	Crystal	Structure:	A	protein-fapp	receptor	G.	However,	the	work	on	the	molecular	modeling	of	these	systems	remains	very	preliminary,	although	it	probably	expands	a	lot	in
the	next	years.	Both	THC	and	THCV	interacted	more	favorably	with	active	conformation	than	inactive	conformation,	although	THCV	showed	less	affinity	for	active	conformation	than	THC.	In	the	inactive	conformation	of	THCV@CB1,	THCV	interacts	with	the	same	waste	as	Thc:	F102,	F379	and	S383,	but	also	interacts	with	other	waste:	M103,	I105,
and	F268.	LIU	H.,	PATEL	R.Y.,	DOERKSEN	R.J.	Cannabinad	Receiver	Structure	1:	Homology	modeling	of	its	inactive	state	study	and	enrichment	based	on	antagonist	anchor	CB1.	[PubMed]	[Google	Scholar]	Vollner	L.,	Bieniek	D.,	Korte	F.	[Pubmed]	[Google	Scholar]	Sabatucci	A.,	Tortolani	D.,	E.,	Maccarrone	M.	Strongly	Stronglywith	GABAérgic	and
glutergic	cells,	their	activation	inhibits	the	release	of	GABA	and	glutamate,	respectively	(Baker	et	al.,	2003).	J.	Psychopharmacol.	Res.	Mol.	This	observation	remains	accurate.	Although	the	2016	release	of	the	first	CB1	crystal	structure	increased	the	scope	of	modeling	opportunities,	homology	modeling	continued	to	be	an	important	approach	to
obtaining	precise	3D	structures	in	the	absence	of	experimental	structures,	especially	for	phytocannabinoids.	GPCR	ligands	fall	into	four	categories	depending	on	the	nature	of	their	interaction:	agonists,	antagonists,	partial	agonists	and	inverse	agonists.	Biophysics.	Inf.	In	AM11542@CB1,	the	terminus	N	stands	on	the	ligand	pocket	and	is	not	directly
involved	in	the	agonist	connection;	this	differs	from	the	V-shaped	loop	adopted	in	the	AM6538@CB1	structure	where	it	captures	the	link	location	(Figure	4C).	Nat.	Synalization	through	coupled	protein	receptors	G.	2007;152:583–593.	2019;176:448–458.	1975;23:1894–1895.	Preliminary	clinical	data	suggest	that	CBD	may	ameliorate	anxiety	symptoms,
cognitive	and	motion	disorders,	pain	and	epileptic	seizures.	The	THCs	hydroxyl	group	formed	a	hydrogen	bond	with	the	δ-carboxylic	acid	E2735.37	in	THC@CB1,	sliding	its	alkyl	tail	by	sliding	to	the	hydrophobic	channel	between	TMs	3,	6	and	7	near	the	lever	switch	(Figure	7A).	Perspect.	(C)	Comparison	of	the	agonist	(blue)	and	boundary	antagonist
(light	blue)	CB1.	In	this	vein,	Latek	and	coworkers	developed	structures	of	both	CB1	and	CB2	receptors	based	on	the	β2-adrenergic	receptor	(PDB:	3D4S)	(Latek	et	al.,	2011)	and	compared	the	result	with	both	rhodopsin-based	models.	(2019),	Figure	4D.	Video	S1.	F200	functions	as	a	lock	to	restrict	the	movement	of	W356	and	locks	CB1	in	the	inactive
state	(Figure	5B).	Compared	to	antagonists,	the	extracellular	domains	of	TM1	and	TM2	of	CB1	move	toand	the	intracellular	part	of	TM6	moves	out	on	active	assetdna	nbt	fo	yteiom	lynehporolhc	eht	htiw	:	MA	tsinogatna	htiw	xelpmoc	a	sa	6102	ni	srekrowoc	dna	uil	yb	detroper	saw	1bc	fo	erutcurts	latsyrc	tsrif	ehT.evisule	sniamer	dionibannacotyhp	a
fo	ecneserp	eht	ni	noitazillatsyrc	.)02	),9102	,.la	Âte	ramuk	anhsirk(	)buf	,acanibuF-BMDM(dnuob	nietorp	ig	eht	htiw	tsinoga	lluf	ot	dnuob	:erutcurtstowards	W3566.48	(Figure	8B).	Advances	in	understanding	the	cannabinoid	receptor	1	-	focusing	on	the	inverse	agonist	interactions.	[PubMed]	[Google	Scholar]Devane	W.A.,	Hanus	L.,	Breuer	A.,
Pertwee	R.G.,	Stevenson	L.A.,	Griffin	G.,	Gibson	D.,	Mandelbaum	A.,	Etinger	A.,	Mechoulam	R.	View	Full-Text	Keywords:	cannabinoid;	endocannabinoid;	receptor;	signaling	This	is	an	open	access	article	distributed	under	the	Creative	Commons	Attribution	License	that	allows	unrestricted	use,	distribution	and	reproduction	in	any	medium,	provided
that	the	original	work	is	properly	cited	Share	and	Cite	MDPI	and	ACS	Style	Zou,	S.;	Kumar,	U.	The	two	different	models	provide	slightly	different	conformations,	with	estimated	bonding	energy	being	-8.9	and	-9.4	kcal/mol,	respectively	(Table	al.t).	2013;169:46–56.	1969;10:145–147.	1975;29:379–384.	Structure-activity	relationships	and	computational
investigations	on	the	development	of	powerful	and	balanced	dual-action	butyrylcholinesterase	inhibitors	and	human	cannabinoid	receptor	2	ligands	with	pro-cognitive	in	vivo	profiles.	As	noted,	this	CB1	agonist	provided	a	model	of	an	antagonized	CB2	system.	Latek	et	al.	2015;172:4790–4805.	The	conformational	flexibility	of	the	ligand	binding	site	is
greater	in	AM6538@CB1	than	in	TNB@CB1,	leading	to	a	more	disordered	structure	in	the	first,	while	TNB@CB1	has	higher	electron	densities	around	the	ligand	and	the	critical	N-terminal	domain	providing	more	specific	structural	details;	this	is	supported	by	the	high	BN	factors	in	the	refined	model	for	AM6538@CB1	(average	B3.	me	etnahlemes
o£Ã§Ãisop	amu	mepuco	e	C	ed	amrof	me	o£Ã§Ãamrofnoc	amu	metoda	GA-2	e	AEA	a	euq	es-ªÃverP	.oslob	ocib³Ãfordih	ociretsotro	o	avapuco	euq	onemorc	ed	eugnir	od	]c[	ozneb-h6-ordih-artet	ametsis	o	moc	,)9102	,.la	te	gnuhC(	DBC	ed	a§Ãneserp	an	CHT	ed	ad	es-odnamixorpa	,L	ed	amrof	me	esop	amu	me	1BC	od	avita	o£Ã§Ãamrofnoc		Ã	agil	es
PCHT	O	.la	te	ramuK	anhsirK	e	;B4	arugiF	,)7102(	.764	-	954	:671	;9102	.9191	-	8091	:62	;8102	.N	sianimret	sod	seµÃ§Ãamrofnoc	san	etnemlaicepse	,1BC	on	atsinoga	o£Ã§Ãagil	ed	ovitom	oa	ahlemessa	es	2BC	on	atsinogatna	o£Ã§Ãagil	ed	ovitom	O	.2	opit	e	1	opit	od	sedi³Ãnibanac	ed	serotpecer	son	lytpeh-litemid-loidibanac	e	loidibanac	ed	acitsotro	e
acir©Ãtsola	aigolocamraF	.B.R	eiriarPaL	,.M.E	thgirW-navoneD	,.M.E.M	ylleK	,.M	ilivhsadrevalA	,.O	zamliY	,.M	mahT	]ralohcS	elgooG[	]deMbuP[	.)5002	,.la	te	oretnoM(	onretni	C	lanimret	oirp³Ãrp	o	e	7MT	od	lanimret-C	aicnªÃuqes	a	,)6102	,.la	te	oahS(	sedi³Ãnibanac	ed	o£Ã§Ãagil	an	odivlovne	N	lanimret	od	II	ralulecartxe	pool	on	o£Ãtse	2BC	e	1BC
ertne	setnatropmi	siam	aicnªÃuqes	ed	sa§Ãnerefid	sA	.2BC	od	satsinogatna	e	satsinoga	ed	o£Ã§Ãagil	an	adivlovne	o£Ã§Ãaretni	ed	medro	a	ertne	anif	otium	ahnil	a	artsnomed	m©Ãbmat	sam	,evahc-	oudÃser	mu	omoc	84.6852W	ed	o£Ã§Ãacifitnedi	a	atropus	sanepa	o£Ãn	o£Ã§Ãavresbo	atsE	.sona	66	soriemirp	so	:edi³Ãnibanac	aigolocamraF	.G.R
eewtreP	]ralohcS	elgooG[	]deMbuP[	.2MT	o	e	1MT	o	anoica	etnagil	o	1BC@8356MA	me	otnauqne	,6MT	od	onretxe	otnemivom	o	odnatimil	84.6852W	ed	laretal	aiedac	a	atimil	75201MA	.nicideM	.W	uF	,.L	gnaW	,.H	gnaF	,.C	uhZ	,.P	uW	,.C	nauY	,.C	uiL	]ralohcS	elgooG[	]deMbuP[	.savitarenegedoruen	sa§Ãneod	e	socig³Ãlocisporuen	soibrºÃtsid	odniulcni
,sacig³Ãlotap	seµÃ§Ãidnoc	sair¡Ãv	me	laicnetop	acituªÃparet	adineva	amu	omoc	o£Ã§Ãneta	ednarg	uomahc	e	)CNS(	lartnec	osovren	ametsis	on	etnenimeorp	opitbus	o	©Ã	R1BC	O	.)6102	,idlomiR	e	woB(	2BC	olep	adaretlani	edadinifa	moc	,1BC	olep	CHT	od	edadinifa	a	sezev	sªÃrt	met	BCHT	O	.)6102	,.la	te	oahS(	Inactive	structure	like	THC	(PDB;
5TGZ;	Figures	11b	and	11C),	but	its	longest	form	means	that	its	hydrophlic	heads	rest	between	the	N-Terminal	and	ECL2	loop	and	its	long	tails	extend	deeper	into	the	hydrophic	tanneel,	such	as	THCP	(Hua	et	al.,	2016).	It	is	measured	that	the	residual	stigma	associated	with	the	use	of	cannabis	is	reduced,	spreading	legalization,	and	as	additional
clinical	reports	on	phytocannade	activity	begins	to	proliferate,	it	is	increasingly	essential	to	understand	the	molecular	basis	of	activity.	FUB	association	stabilizes	CB1	in	an	active	conformation	for	the	opening	of	the	waste	of	F2003.36	and	W3566.48.	As	CB	crystal	structures	were	recently	reported,	historical,	PRÃ	©	-2016,	the	structural	work	largely
involved	homology	modeling	based	on	the	rhidopsin	crystal	structure	(PDB:	1F88),	(Palczewski	et	al.,	2000	),	which	shares	21%	and	20%	homology	with	CB1	and	CB2,	respectively.	The	CB1,	Ubiquitos	receptors	in	the	CNS,	most	highly	expressed	by	the	axons	and	the	end	of	the	neuron	of	the	neurons	in	ammongdala,	hippocampus,	conrtex,	basal	and
cerebellum	flow	tracts	(Baker	et	Al.,	2003).	Medchemcomm.	Nature	(2020),	Figure	5d.	During	the	preparation	of	this	review,	Hua	and	colleagues	reported	a	crystalline	structure	of	the	agonist	AM12033	(Figure	3,	Video	S2)	-Bound	CB2,	obtained	from	X-ray	diffraction	data	(PDB:	6kpc).	(Hua	et	al.,	2020)	It	is	observed	that	the	main	interactions	in
am12033@cb2	are	hydrophic	and	aromatic	in	nature	(Table	1).	[Pubmed]	[Google	Scholar]	Montero	C.,	Campillo	N.E.,	Goya	P.,	Paez	J.A.	Homology	Models	of	the	Cannabinoid	CB1	and	CB2	Receptors.	[Google	scholar]	Haga	K.,	Kruse	A.C.,	Asada	H.,	Yurugi-Kobayashi	T.,	Shiroishi	M.,	Zhang	C.,	Weis	W.I.,	Okada	T.,	Kobilka	B.K.,	Haga	T.	[PMC	Free
article]	[	Pubmed]	[Google	scholar]	Weis	W.I.,	Kobilka	B.K.	The	molecular	basis	of	the	activation	of	the	protein	receptor	2019;175:1–13.	2006;343:1191–1196.	J.	Biol.	Biol.2007;	318:	1258	-	1265.	Open	AccessReview	by	and	*	Faculty	of	Pharmaceutical	Sciences,	University	of	British	Columbia,	Vancouver,	BC	V6T	1Z4,	Canada	*	Author	to	whom
correspondence	should	be	addressed.	All	three	models	predicted	the	approximate	morphology	of	the	orthotic	pocket	and	were	widely	validated	by	the	crystallography	(Durdagi	et	al.,	2010).	An	example	of	the	success	of	this	approach	to	advancing	the	experimental	work	of	SAR	is	provided	by	Lange	and	collaborators,	who	used	computational	methods
to	derive	a	general	model	of	the	five	structural	requirements	of	an	inverse	agonist	pharmacophore	of	CB1	(Figure	6):	two	aromatic	portions	(A	and	B),	a	central	unit	(C),	an	accepting	unit	of	hydrogen	bond	(D)	and	Kru	A.	De	Azevedo	and	Russo,	2018).	However,	there	were	clear	limitations.	This	clearly	is	not	only	restricted	to	CB1	and	CB2,	but
preliminary	work	focused	on	these	obvious	candidates.	J.	Mol.	In:	Kinghorn	A.D.,	Falk	H.,	Gibbons	S.,	Kobayashi	J.,	Editors.	with	an	in	vivo	canabimimetic	activity	higher	than	î	”9-tetra-hydrocannabinol:	î”	9-tetra-hydrocannabiphorol.	Used	structures	of	±	2ar,	22ar	and	î21ar	as	models	for	modeling	CB1	and	CB2	homology	to	bind	THC	and	AEA	in	their
crystal	structures,	combining	induced	thc@cb1	fitting	and	molecular	dynamic	simulations	of	the	crystalline	structure	of	thc@î22-	Adrenergic	receiver	to	provide	information	(Latek	et	al.,	2011).	The	inlet	and	exit	pathways	of	the	hydrophobic	ligand	of	the	cannabinoid	receptor	CB1.	2014;	5:	1297	-	1302.	Determining	your	status	defines	whether	a
ligand	is	an	agonist	or	antagonist	(McAllister	et	al.,	2004).	Even	small	changes	arising	from	the	estheric	effects	of	CB2	ligands	on	the	W2586.48	play	a	crucial	role	in	determining	the	relative	agonism	of	CB2	ligands	(Figure	5d).	ALE	of	ligand	and	protein	selectivity	G	and:	.unnA	.89	–	88:38;0202	.)9002	,ajetuT(	)2	ÂerugiF(PDG	fo	noitaicossid	setomorp
taht	nietorp	Τhin	εt	εtι	εtι	εtενεtιονενενενενενενενενενενενενενενενενοιοιονεονεονεονεονονεονονονονονονονονονονοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοοο;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;	;
;	;	;	:	Î	namuh	dereenigne	na	fo	erutcurts	latsyrc	noituloseR-hgiH	.K.B	aklibok	,.I.W	siew	.,p	nhuk	,.J-.H	iohc	,.S.T	aklibok	,.S.F	naiht	,.F.G.S.	)It	modulates	the	release	of	the	neurotransmitter	in	a	sensitive	way	to	the	dose	and	pertussse	toxin.	Graphic.	In	addition,	2-Ag	acts	as	a	complete	agonist,	producing	the	characteristic	effects	associated	with
cannabinatian	agonists	(Stella	et	al.,	1997).	AEA	has	low	CB2	affinity,	while	2-ag	links	strongly	to	CB2	(Mechoulam	et	al.,	1995;	Sugiura	et	al.,	1995.)	The	model	was	used	to	demonstrate	that	ligands	such	as	AEA	and	THC	access	the	place	of	liga	£	o	CB1	of	the	membrane	passing	between	waste	F1742.61	and	F1772.64,	which	facilitates	the	tremory
forming	interactions	ï	€	â'ï	€	with	ligands	(Jakowiecki	and	Filipek,	2016.)	Springer	International	Publishing;	Cham	(SUÃRO):	2017.	[PMC	Free	article]	[PubMed]	[Google	Scholar]	Citti	C.,	Linciano	P.,	Forni	F.,	Vandelli	M.A,	Gigli	G.,	Laganã	A.,	Cannazza	G.	Lanã	§Timo	the	first	CB1	crystal	structure	alignment	(Mustang)	of	the	homology	model
am1336@cb2	showed	a	2.10	ã	root	diversion…	and	more	than	193	waste	aligned	with	sequential	homology	47.7%	(	MalliPeddi	et	al.,	2017.)	B.	The	CB2	model	constructed	from	î²1ar/î²2ar/d3r	has	provided	better	predictions	for	prostreening	compared	to	the	other	seven	GPCR	crystal	structures	examined	,	namely	SMO	(Wang	et	al.,	2013),	rhodopsin
bovine	(Palczewski	et	al.,	2000),	CXCR4	(Wu	et	al.,	2010),	M2mar	(Haga	et	al.,	2012),	D3r	(Chien	et	al.	2010),	î²2ar	(CherIzov	et	al.,	2007),	A2Aar	(Lebon	et	al.,	2011),	H1R	(Shimamura	et	al.,	2011),	S1P	(Hanson	et	al.,	2012),	and	î²1ar	(Warne	et	al.	,	2011).)	The	lever	switch	W2586.48	experiences	a	change	especially	for	in	am12033@cb2	(Figure	5c)
(Hua	et	al.,	2020).	Xing	and	co-workers	reported	the	CB2	electrical	microscalic	structure	linked	to	a	more	powerful	agonist,	Win55.212-2	(Figure	3;	PDB:	6PT0,	Video	S2)	(Xing	et	al.,	2020.)	In	this	review	We	seek	to	demonstrate	that	computational	and	experimental	approaches	e	e	satnuj	meb	otium	,.S	remierK	,.S	iddepillaM]ralohcS	elgooG[]deMbuP[
.)9102	,.la	Âte	gnuhC(xelpmoc	)1BC@CHT(@DBC	eht	no	srekrowoc	dnac	gnuhC	yb	demrofrep	saw	noitalumis	scimanyd	raluc	oT	.detset	stsinoga	ciretsohtro	eht	morf	etarapes	saw	taht	)ZGT5(	ledom	rotpecer	1BC	dnuob-tsinogatna	eht	ni	etis	gnidnib	dnagil	a	deipucco	dna	MAN	a	sa	devaheb	DBC	.	sdionibannacotyhp	fo	ecneics	gnivlove	ehT	.snietorp
esab	tnereffid	morf	snoisrev	elpitlum	etareneg	ot	lufesu	eb	nac	ti	,yltneuqesno	C	.rotpecer	dionibannac	eht	ot	sdnib	taht	tneutitsnoc	niarb	a	fo	erutcurts	dna	noitalosI	.BCHT	naht	rehgih	dlof-31	dna	1BC	rof	CHT	fo	ytiniffa	sdionibannac	tnatropmi	tsom	eht	rof	etad	ot	dleif	siht	ni	enod	krow	eht	gnissucsid	ot	detoved	si	weiver	eht	fo	tser	ehT	.1BC
rotpecer	dionibannac	namuh	eht	fo	erutcurts	latsyr	C.R.A.P.A.P.A.P.A.P.A.	The	ssalc	was	hcihw	,)2BC(2	dna	)1BC(	1	srotpecer	dionibannac	eb	ot	thguoht	was	sdionibannac	eht	fo	stegrat	yramirp	eht	eht	seunitnoc	siht	taht	epoh	ew	;nommoc	erom	remeht	fo	nosirapmoC	.8102	.tekcop	gnidnib	eht	otni	reyalib	dipil	eht	morf	ssap	ot	dnagil	a	swolla	taht
2MT	dna	1MT	neewteb	pag	a	dna	tnevlos	ehBC	ot	ffo	desolc	si	taht	tekcop	ralullecartxe	in	rap	Î	dna	loidibannac	,lonibannacordyhartet-9	Î:sdionibannac	tnalp	eerht	fo	ygolocamrahp	rotpecer	2BC	dna	1BC	esrevid	ehT	.G.R	eewtreP]ralohcS	elgooG[	]deMbuP[	]elcitra	eerf	CMP[	.peR	.niahc	lykla	3C	eht	fo	.338	:3	.91	:02;9102	.sisylana	rof	elbaliava	neeb
evah	srotpecer	dionibannac	eht	fo	serutcurts	devired-ME-oyrc	dna	yar-X	taht	yltnecer	yrev	ylno	si	ti	,dessucsid	sA.ngised	tsinoga	evitceles-rotpecer	rof	segnellahc	laitnatsbus	sesopmi	1BC	dna	2BC	dnuob-tsinoga	neewteb	stekcop	gnidnib	ciretsohtro	eht	ni	ytiralimis	larutcurts	fo	eerged	hgih	ehT	.M	adeaM	Y	ihcukiK,	,	,	,	,receptor	morphology:	(e)
active	CB1	and	CB2	(F),	active	CB1	and	inactive	CB2,	and	(g)	inactive	CB1	and	CB2.	The	difference	between	THCV	and	THC	was	that	the	pentile	side	chain	of	THC	projects	in	the	subpocket	of	the	Ligament	site,	which	does	not	occur	during	the	ThCV	ligament	(Jung	et	al.,	2018	).	The	THC	coupled	well	and	adopted	similar	configurations	in	both
conformation	and	was	consistent	with	the	work	of	homology	modeling	discussed	earlier.	Far	from	being	associated	with	only	psychoactive	effects,	sugarcanes	of	sugarcane	connection	were	considered	the	main	mediators	of	important	physiological	functions,	such	as	analgia,	hunger,	emesia,	and	immunoquamic	responses.	1970;	18:	1327	€	“1332.	In
active	conformation,	THC	and	THCV	interact	with	five	common	waste:	F170,	L193,	V196,	F268	and	F379,	while	THCV	also	binds	to	F177.	Cannabichromevarin	and	Cannabigerovarin,	two	new	cannabichromene	and	cannabigerol	propyl	homãloogs.	1966;	88:	2079	€	“2080.	Although	sugarcane	fields	have	therapy	potential,	their	psychoactive	effects
are	largely	limited	their	use	in	the	clinical	practice.	2015;	58:	3104	€	“3116.	(2019),	figures	5a	and	5b;	Hua	et	al.	It	is	also	suggested	that	healthy	are	reduced	the	affinity	for	the	connection	of	endangered	agonists	or	their	dwarfs	(Feng	et	al.,	2014.)	When	the	THC	was	connected	to	active	conformation,	interacted	with	F200.	[PubMed]	[Google	Scholar]
Jung	S.W,	Cho	A.E,	Yu	W.	Int.	In	THC@CB2,	THC	forms	the	same	hydrogen	ligament	with	E2735.37,	but	the	alkyl	chain	is	in	a	slightly	different	position	between	TMS	3,	5	and	6,	but	still	leaving	it	close	from	the	switch.	2020;	180:	645	€	“654.E13	Lipids.	THC	was	entered	in	the	internal	cavity	using	autodock.	It	proposes	that	the	lack	of	interaction	of
the	lever	switch	explains	why	THC	has	only	partial	CB1	agonist	activity	compared	to	the	full	agonist	(Krishna	Kumar	et	al.,	2019.	)	2017;	117:	139	€	“155.	2016;	540:	602	€	“606.	AEA@CB2	adopts	a	similar	general	bonding	mode,	with	nitrogen	atom	forming	a	hydrogen	bond	with	S1935.42.	This	is	an	unusual	feature	in	a	gpcr.	comparison	of	CB1	Link
to	different	ligandsanalysis	of	the	ligand	bonding	bag	(a)	am6538@cb1	(5tgz)	and	(b)	am11542@cb1	(5xra).	2-AG,	a	second	endogenous	cannabinoid,	was	isolated	from	the	intestinal	tissue	of	mice	(Mechoulam	et	al.,	1995).	Molecular	cloning	studies	have	shown	that	GPCRs	form	one	of	the	largest	protein	families	found	in	nature,	and	estimates	that
approximately	1,000	different	receptors	exist	in	mammals;	Of	these,	our	focus	on	this	review	is	limited	to	two,	CB1	and	CB2:	cannabinoid	receptors	(Wess,	1997),	but	it	is	likely	that	cannabinoids	can	also	interact	with	other	members	of	the	protein	family.	CB1	and	CB2	human	receptors	are	closely	related	GPCRs,	displaying	approximately	44%	of
amino	acid	similarity	in	general	and	68%	of	homology	in	TMS	(Munro	et	al.,	1993;	Hryhorowicz	et	al.,	2019).	[PubMed]	[Google	Scholar]	Sugiura	T.,	Kondo	S.,	Sukagawa	A.,	Nakane	S.,	Shinoda	A.,	Itoh	K.,	Yamashita	A.,	Waku	K.	2017;	16:	829	-	842.	[PubMed]	[Google	Scholar]	Fahrenholtz	K.E.,	Lurie	M.,	Kierstead	R.W.	Total	synthesis	of	DL-î	”9-tetra-
hydrocannabinol	and	Dl-î”	8-tetra-hydrocannabinol,	racematos	of	active	constituents	of	marihuana.	[PubMed]	[Google	Scholar]	Rinaldi-Carmona	M.,	Barth	F.,	Millan	J.,	Derocq	J.-M.,	Casellas	P.,	Congy	C.,	Outric	D.,	Sarran	M.,	Bouaboula	M.,	Calandra	B.	The	dynamism	of	these	receptors,	their	interconversion	between	agonized	and	antagonized	states
and	a	clear	determination	of	the	action	mechanism	of	partial	agonists	can	be	clarified	by	the	complementary	application	of	the	structural	analysis	of	the	MRIN-Solution	phase,	Biophysics	Techniques	and	computational	modeling.	1971:	579	-	582.	In	addition,	cannabinoids	also	modulate	signal	transduction	pathways	and	odarapmoc	odarapmoc	)¦â£Ã	8.2
.socir©Ãfirep	siacol	me	sodnuforp	sotiefe	WIN55.212-2,	resulting	in	different	conformation	to	alternate	W2586.48.	2017;	547:	468	-	471.	2	-Ag	was	found	present	in	the	CT	in	concentration	170	times	larger	than	the	EEA.	2005;	40:	75	-	83.	This	docked	well	for	both	conformations,	displaying	similar	ligament	poses	in	the	place	of	ligation	to	the	ligand
orthostastor,	with	affinities	of	conformion	ligation	affinities	Inactive	and	active	§ates	(mm/pbs)	being	"21.02	and"	28.03-kcalã	¢	000â	€	¦â	€	¦	€	¦â	€	¦â	€	¦	€	¦â	€	¦â	€	¦â	€	¦â	€	¦â	€	¦â	€	¦	€	¦â	€	¦â	€	¦â	€	¦	€	¦	respectively.	The	resorcinyl	porhood	participates	in	two	face	-to	-face	interactions	with	F170	and	F268	and	hydrogen	hydroxil	C1	hydrogen
connections	with	S383	(Figure	10F).	Phaseb	J.	(2016),	Figures	4A;	Hua	et	al.	Characterization	of	the	Ligament	site	of	the	AM1336,	a	new	inverse	agonist	covalent	of	the	human	cannabinage	receptor	2,	using	spectromated	dwarf	of	mass.	2011;	17:	2353	-	2356.	The	moisturizer	of	the	exposed	CBD	Terperion	Ring	takes	the	proximal	membrane	region,
which	promotes	the	partial	entry	of	CBD	at	the	place	of	orthosphere	in	the	presence	of	the	presence	of	THC,	which	adopts	a	L	-shaped	conformation	to	accommodate	the	new	ligand	(Figure	9b).	The	entrance	to	the	2-AG	head	group	into	the	CB2	ligament	stock	exchange	is	sufficient	to	trigger	the	intracellular	lock	breaking	TM3/6	and	cause	the
movement	of	the	intracellular	end	of	TMH	away	from	TM3	(Hurst	et	al.,	2010).	Mother	of	the	article	If	you	want	to	reproduce	any	or	all	this	contain,	see	the	reuse	of	NCI	information	to	obtain	copyright	guidance	and	permissions.	THC	(pink)	and	TNB	(light	green)	.2	There	are	main	structural	differences	between	the	two	ligand	receptors,	despite	the
structural	similarity	of	AM10257	and	AM6538.	GPCR	domains	comprise	extracellular	N	terminal,	seven	transmembranar	alpha	homes	(TM),	loops	that	connect	TMS	and	an	intracellular	C	terminal.	The	bicycle	fused	by	C5-6	from	the	ligand	interacts	with	F1772.64	.J	.J	.o£Ã§Ãamrofnoc	asse	raeuqolb	arap	)b7	arugiF	,¬â	¯Ã	¯Ã	DBC	DNA	cht	Dionbannac
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EB	dluoc	taht	tsb	eht	saw	of	the	The	n-terminal	loop	formed	by	the	disulfide	bond	C98-C107	closes	the	CBD	as	it	enters	deeply	into	the	connection	location.	In	2018,	Liu	and	co-workers	used	a	combination	of	sequence	alignment	and	homology	modeling	of	the	crystalline	structure	S1P1	(PDB:	3V2W)	(Hanson	et	al.,	2012)	to	investigate	the	connection
modes	of	riabants	analogs	such	as	selective/antagonist	inverse	agonists	for	CB1	(Liu	et	al.,	2018).	The	authors	acknowledge	with	gratitude	the	support	of	the	funding	of	the	Research	Council	in	Natural	Sciences	and	Engineering	of	Canada	(J.F.T.,	2018-06338),	the	Tricouncil	New	Frontiers	Exploration	Fund	(J.F.T.	NFRE-2018-00075),	Ontario
Government	for	an	initial	award	(J.F.T.-	2019)	and	mitacs	(IT16323)	to	support	the	authors'	stipends.	It	is	necessary	to	understand	the	complex	structure	and	interaction	between	partners	in	this	molecular	dance	to	understand	the	mechanism	of	action	of	synthetic	cannabinoids,	endogenous	and	phytochemical.	Chicago/Turabian	Style	Zou,	Shenglong
and	Ujendra	Kumar.	[PubMed]	[Google	Scholar]	Rosenqvist	E.,	Ottersen	T.	The	receptor	may	exist	as	homodymer,	or	as	heterodymer	or	hetero-oligomer	complexed	with	other	GPCRs.	In	addition	to	the	main	link	location,	the	CB1	receptor	also	has	an	allosteric	modulatory	bonding	bag.	Four-and-two	microscopic	crystal	structures	of	Cryoelectrons
(Crio-EM)	of	CB1	are	available	with	synthetic	cannabinoids	(Figure	3).	The	interactions	involving	orbital	€	are	shown	as	solid	orange	lines,	and	hydrogen	bonds	are	shown	as	green	dashed	lines.	Exploring	the	effectiveness	of	the	cannabinoid	receptor	ligand	1	(CB1)	using	molecular	dynamic	simulations.	Biochem.	CBD	(orange),	THC	(yellow)	and	water
molecules	within	3	¥	3	It	is...	in	the	active	conformation	of	the	CB1R	in	0,	25	and	50	simulation	ns;	(C)	Coordinated	movement	observed	in	the	active	conformation	of	the	CB150	ns	of	simulation.	2007;	4:	1678	-	1692.	used	GPCR	usedand	lipid	-bite	phase	crystallization	to	determine	the	structure	of	the	Human	CB1	receptor	linked	to	TNB	antagonist
(tnb@cb1,	pdb:	5U09,	video	S1)	(Shao	et	al.,	2016).	[Google	Scholar]	Tuteja	N.	Biomed.	2012;	482:	547	€	“551.	[Google	Scholar]	REGGIO	P.H.	Endocanabinã	£	o	Ligament	to	the	Cannabinals	receptors:	what	is	known	and	what	remains	unknown.	Structure	of	a	1-G	protein	complex	of	the	signal	of	signaling.	J.	Proteome	res.	[Pubmed]	[Google	Scholar]
Saroz	Y.,	Kho	D.T.,	Glass	M.,	Graham	E.S.,	Grimsey	N.L.	CANABINAN	RECEIVER	2	(CB2)	Signs	via	g-alfa-S	and	induces	the	secretion	of	IL-6	cytokine	and	IL-10	in	human	principle	leuks.	2004;	279:	48024	€	“48037.	[Pubmed]	[Google	Scholar]	Hurst	D.P.,	Grossfield	A.,	Lynch	D.L.,	Feller	S.,	Romo	T.D.,	Gawrisch	K.,	Pitman	M.C.,	Reggio	P.H.	A	lipid
pathway	for	the	ligand	ligament	is	required	for	a	coupled	receptor	of	the	Canabon	Protein	G.	Biol.	2019;	176:	1455	€	“1469.	Rhodopsin-based	models	are	not	the	N-Terminal	Key	domain	that	protects	the	binder	connected	from	the	solvent	in	CB1.	[PMC	Free	article]	[PubMed]	[Google	Scholar]	Turner	S.E.,	Williams	C.M.,	IVERSEN	L.,	Whalley	B.J.
Molecular	Pharmacology	of	Phytocanabinad.	loves	Zou	S	style,	Kumar	U.	The	most	notable	conformational	change	occurs	for	TM1	and	TM2.	Discour	of	drugs.	CRIAL	STRUCTURE	OF	THE	HUMAN	CANABINAN	RECEIVER	CB2-GI	SIGNALIZATION	COMPLEX.	Path	of	associated	signal	is	stimulated	by	the	repturial	receptor	peripheral	CB2.	The	profile
of	the	CB2	receptor	binder	of	Cannabinã³ide	reveals	the	biased	signaling	and	the	activity	outside	the	target.	Pharm.	Isolation	&	Cannabinols	Identification	and	Effect	of	Certain	Factors.	Transl.	[PMC	Free	article]	[PubMed]	[Google	scholar]	Mechoulam	R.,	Ben-Shabat	S.,	Hanus	L.,	Ligumsky	M.,	Kaminski	N.E.,	Schatz	A.R.,	Gopher	A.,	Lunch	S.,	Martin
B.R.,	Compton	GUT	D.R.	Identification	of	an	endemic	receptor	of	CHT	CHT	ed	o£Ã§Ãagil	ed	odom	O	aninac	an	etneserp	seen	seen	to	resemble	that	of	AM11542@CB1	(FigureÃ	8C).	2000;289:739¢ÃÂÂ745.	Understanding	the	biological	activity	of	these	minor	components	will	guide	plant	breeding	to	develop	new	cultivars	designed	with	particular
medical	applications	in	mind.As	of	2020,	over	150Ã	minor	cannabinoids,	collectively	constituting	less	than	1%	of	the	total	dry	mass	of	cannabis	bud,	have	been	identified	(Citti	etÃ	al.,	2019a).	[PubMed]	[Google	Scholar]El-Darawy	Z.I.,	Roushdy	M.I.,	Rizk	A.M.,	Hammouda	F.M.,	Mobarak	Z.M.	Studies	on	Hashish	I.	This	results	in	the	observed
psychotropic	effects	such	as	euphoria,	relaxation,	and	anti-nociception	(Hua	etÃ	al.,	2016).	Qual.	When	both	a	full	agonist	and	partial	agonist	are	present,	the	partial	agonist	acts	as	a	competitive	antagonist,	producing	a	net	decrease	in	the	receptor's	activation.	A	minimum	of	three	carbons	are	necessary	for	receptor	binding;	activity	then	increases
with	increasing	number	of	carbons	up	to	a	maximum	of	eight	carbons;	for	n	>	8,	activity	begins	to	decrease	again	(Bow	and	Rimoldi,	2016).	[PMC	free	article]	[PubMed]	[Google	Scholar]Xing	C.,	Zhuang	Y.,	Xu	T.-H.,	Feng	Z.,	Zhou	X.E.,	Chen	M.,	Wang	L.,	Meng	X.,	Xue	Y.,	Wang	J.	Inverse	agonists	bind	to	a	receptor	but	induce	a	physiological	response
opposite	to	what	would	be	expected	from	an	agonist.	[PubMed]	[Google	Scholar]Wu	B.,	Chien	E.Y.T.,	Mol	C.D.,	Fenalti	G.,	Liu	W.,	Katritch	V.,	Abagyan	R.,	Brooun	A.,	Wells	P.,	Bi	F.C.	Structures	of	the	CXCR4	chemokine	GPCR	with	small-molecule	and	cyclic	peptide	antagonists.	[PubMed]	[Google	Scholar]Mackie	K.	Allosteric	modulation	of	cannabinoid
receptor	1-	current	challenges	and	future	opportunities.	Int.	2011;474:521¢ÃÂÂ525.	They	indicated	that	THC	possesses	superior	docking	scores	(¢ÃÂÂ5.379Ã	kcal/mol)	compared	with	known	agonists	such	as	TNB,	HU-308,	and	rimonabant.CBD	is	the	second	most	abundant	phytocannabinoid	present	in	cannabis	(Mechoulam	etÃ	al.,	2007)	and
accounts	for	up	to	40%	of	dry	in	some	cultivars.	2016;56:2457–2466.	The	data	used	to	prepare	the	numbers	were	obtained	from	Li	et	al.	As	the	first	synthesis	of	the	literature	in	this	field,	we	believe	that	it	will	prove	as	useful	to	the	community,	because	it	has	for	us	to	better	explore	the	molecular	pharmacology	of	these	fascinating	molecules.
1997;11:346–354.	The	first	endogenous	cannabinoid,	AEA,	was	isolated	from	the	pig	brain	(Devane	et	al.,	1992)	and	was	shown	to	bind	to	the	CB1	receptor	with	high	affinity.	The	aim	is	to	help	situate	structural	biochemicals,	synthetic	chemicals	and	molecular	biologists	that	are	new	in	the	field	of	cannabis	research.	Thematic	areas:	Medical
Substance,	Supramolecular	Chemistry,	Molecular	Biology,	Structural	Biology	Despite	their	reputation,	with	the	exception	of	Δ9-tetrahydrocannabinol	(THC),	phytocannabinoids	produced	by	sativa	cannabis	are	minimally	psychoactive;	however,	they	constitute	a	potentially	rich	source	of	therapy	due	to	their	interaction	with	receptors	of	the	central
nervous	system	(CNS,	2006).	Molecular	characterization	of	a	peripheral	receptor	for	cannabinoids.	Docification	studies	involving	agonist	CB2	MRI2594	and	antagonist	MRI2687	(Ogawa	et	al.,	2015),	which	differ	only	by	the	length	of	a	side	chain,	demonstrate	the	activation	mechanism	of	the	W2586.48	lever	switch	residue.	[PubMed]	[Google
Scholar]Warne	T.,	Moukhametzianov	R.,	Baker	J.G.,	Nehmé	R.,	Edwards	P.C.,	Leslie	A.G.W.,	Schertler	G.F.X.,	Tate	C.G.	The	structural	basis	for	agonist	and	partial	agonist	action	in	a	β1-adrenergic	receptor.	pp.	Tetrahedron	Lett.	Acta	Chem.	The	possible	CB1	crystal	structure	determined	by	Liu	in	2016	(Hua	et	al.,	2016)	was	very	similar	to	this	model
of	homology	obtained.	The	IF:	a	molecular	modeling	program	and	drug	design.	Modeling	of	the	ligand	bond	to	the	coupled	protein	G	receptors:	CB1	cannabinoid,	CB2	and	β2AR	adrenergic.	A	satsed	satsed	etrap	extant	articles	normally	only	describe	their	isolation	and	structure	determination:	their	biological	activity	remains	unknown.	[PubMed]
[Google	Scholar]Wang	C.,	Wu	H.,	Katritch	V.,	Han	G.W.,	Huang	X.-P.,	Liu	W.,	Siu	F.Y.,	Roth	B.L.,	Cherezov	V.,	Stevens	R.C.	Structure	of	the	human	smoothened	receptor	bound	to	an	antitumour	agent.	1997;388:773¢ÃÂÂ778.	2018;8:1¢ÃÂÂ11.	[PMC	free	article]	[PubMed]	[Google	Scholar]Hanson	M.A.,	Roth	C.B.,	Jo	E.,	Griffith	M.T.,	Scott	F.L.,
Reinhart	G.,	Desale	H.,	Clemons	B.,	Cahalan	S.M.,	Schuerer	S.C.	Crystal	structure	of	a	lipid	G	protein¢ÃÂÂcoupled	receptor.	2002;54:161¢ÃÂÂ202.	We	aim	to	define	several	potential	roles	of	cannabinoid	receptors	in	the	modulation	of	signaling	pathways	and	in	association	with	several	pathophysiological	conditions.	[PMC	free	article]	[PubMed]
[Google	Scholar]Vijayakumar	S.,	Manogar	P.,	Prabhu	S.,	Pugazhenthi	M.,	Praseetha	P.K.	A	pharmacoinformatic	approach	on	Cannabinoid	receptor	2	(CB2)	and	different	small	molecules:	homology	modelling,	molecular	docking,	MD	simulations,	drug	designing	and	ADME	analysis.	CB1	agonism	by	THC	has	broader	pharmacological	implications	as	it	is
used	therapeutically	as	an	analgesic,	antiemetic,	and	anticonvulsant	across	the	world.	Ligand	affinity	docking	score	values	estimated	by	AutoDock	for	inactive	5XRA	and	active	5TGZ	structures	were	¢ÃÂÂ8.7	and	¢ÃÂÂ10.4Ã	Âkcal.mol¢ÃÂÂ1,	respectively,	in	agreement	with	Jung.Kumar	etÃ	Âal.	From	here,	CBD	tightens	its	affinity	for	the	site	by
interacting	with	ECL2	and	the	N-terminal	loop,	forming	hydrogen	bonds	with	I267	and	well-organized	capping	water	molecules.	G-protein-coupled	receptors:	molecular	mechanisms	involved	in	receptor	activation	and	selectivity	of	G-protein	recognition.	[PubMed]	[Google	Scholar]Maccarrone	M.,	Battista	N.,	Centonze	D.	Lancet	Neurol.	Med.	Similarly,
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.sdionibannac	rojam	owt	eht	htiw	ylevisulcxe	naht	rehtar	sdnuopmoc	ronim	eseht	htiw	eil	thgim	sibannacIn	1964,	while	CBD	was	not	psychoactive	discovered	in	1942	(Reekie	et	al.,	2017).	A	docking	dwarf	study.	Based	on	these	data,	it	is	evident	that	the	CBD	has	a	high	affinity	for	a	place	to	be	rich	in	the	external	vest	of	the	CB1	receptor	connected	to
the	antagonist.	[PMC	Free	article]	[PubMed]	[Google	Scholar]	Lange	J.H.,	Kruse	c.g.	Medicinal	quamomic	strategies	for	antagonists	of	the	Cannabinad	CB1	receptor.	2006;	147:	S163	-	S171.	The	crystalline	and	molecular	structure	of	the	ã®	â	€	9-Tetra-Hydrocanabinam.	2018;	65:	21	28.	This	is	especially	important,	because	the	role	of	cannabinades
in	physiology	probably	extends	very	high	of	the	cannabin	receptors,	and	we	hope	future	studies	also	report	their	interactions	with	other	GPCRs	and	related	proteins	that	we	understand	its	fascinating	pharmacology.	These	interactions	improve	our	understanding	of	neuropsychopharmacology	and	not	only	to	help	guide	the	development	of	new	more
selective	medicines,	and	new	cannabis	cultivars	with	smaller	sugarcane	profiles	to	better	perform	the	therapeutic	potential	of	cannabis,	but	also	the	highest	insights	on	the	specific	modes	and	interdependence	of	the	GPCRs.	We	hope	that	an	update	in	this	review	provides	a	much	broader	scope	and	a	much	greater	view	of	these	other	medicines.	The
authors	thank	you	with	Madison	Trozzi,	a	member	of	Smart	(Science	Meets	Art)	Uwindsor	for	kindly	prepared	the	grant	summary.	2015;	30:	140	-	151.	2005;	10:	693	-	702.	However,	both	structures	remain	quite	similar	in	gross	morphology,	providing	trusted	moms	in	the	structures	and	highlight	the	specific	characteristics	of	CB1:	the	extracellular
superphyte,	including	the	proximal	n	-terminal	region	of	the	membrane	conserved	considerably	differs	in	the	conformation	of	other	GPCRs	activated	by	lipids.	On	tnb@cb1,	ECL2	and	n-terminal	sequel	of	the	membrane	cooperate	to	build	a	lid	on	orthosteric	orthostericessentially	isolating	the	solvent	binder.	3	cannabinoid	receptor	probes	adamantyl
foundry.	2018;	19(3):833.	These	additional	hydrophobic	attractions	are	sufficiently	weak	that	the	THC	maintains	a	stronger	affinity	for	the	orthosteric	link	site	(Figures	10A	and	10B).	No	crystalline	structure	of	CBD@CB1	is	available	to	answer	this	question,	and	it	is	possible	that	all	three	binding	sites	are	in	dynamic	balance	(Figure	9A).	CBD	and	THC
May	Bind	Simultaneously	for	CB1	(A-C)	(A)	orthoteric	site	(O)	and	the	three	potential	alosteric	link	pockets	on	CB1	PDB:	5TGZ.	Ther.	Structure	of	muscarin	acetylcholine	receptor	Human	M2	connected	to	an	antagonist.	The	cannabinoid	receptor:	computer-assisted	molecular	modeling	and	ligand	coupling.	A	caveat	to	these	calculations,	however,	is
that	the	inactive	structure	of	the	CB1	used	in	these	studies	is	not	ideal	for	predicting	agonistic	interactions	of	high	affinity	as	an	agonized	binding	site	should	access	a	different	conformation	in	the	presence	of	agonists	to	induce	a	conformational	change	to	allow	the	Gi	protein	bond.	This	structure	was	largely	consistent	with	the	identified	by	Kobilka	et
al.	[PubMed]	[Google	scholar]Chung	H.,	Fierro	A.,	Person-Mahana	C.D.	Negative	alosteric	binding	and	modulation	cannabidiol	in	type	1	cannabinoid	receptor	in	the	presence	of	Δ9-tetrahydrocannabinol:	one	in	the	study	of	Silico.	They	revealed	that	the	conformation	of	the	W3566.48	and	F2003.36	central	alternation	switch	differs	between	agonists
and	antagonists:	non-selective	agonists	THC	and	AEA	the	positions	of	these	two	wastes	in	both	receivers	relative	to	the	empty	receiver.	In	AM11542@CB1,	the	TM1	extracellular	sequence	folds	inside	by	6.6	Å,	and	TM2	also	rotates	inside	by	6.8	Å.	AM10257@CB2	crystal	structures	(5ZTY),	AM12033@CB2	(6KPC),	and	WIN55212-2@CB2	(6PT0)
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etnemavitagen	aluger	sam	,o£Ãsiver	atsed	opocse	od	m©Ãla	¡Ãtse	1BC	oa	CHT	ed	o£Ã§Ãagil	ad	etnasuj	a	socig³Ãloib	sotiefe	sod	adahlated	o£Ã§Ãircsed	amU	.)A5	arugiF(	mumoc	aicnªÃrefer	ed	otnop	omoc	lozarip	ed	lena	o	odnasu	,1BC@8356MA	oa	o£Ã§Ãaler	me	¦â£Ã	1.6	me	4MT	o	e	3MT	o	a§Ãrof	etnagil	o	,2BC@75201MA	mE	.pxE	.lev¡Ãtiveni	orre
mu	a	odnavel	RCPG	anÃetorp	amu	men	iof	o£Ãn	,anairetcab	anispodor	a	,esab	anÃetorp	ad	levÃnopsid	anilatsirc	aruturtse	a	e	,sanredom	satnemarref	s	Ã	seroirefni	otium	mare	sona	32	¡Ãh	o£Ã§Ãatupmoc	ed	redop	o	e	erawtfos	o	:ohlabart	ed	opit	essen	soifased	so	artsom	olpmexe	etsE	.loiborueN	.sotrecni	mecenamrep	socig³Ãloib	sotiefe	sues	arap
socifÃcepse	o£Ã§Ãa	ed	somsinacem	so	,9102	ed	ritrap	A	.973	-	943	:18	;7002	.2BC	od	aigolomoh	ed	soledom	so	arap	esab	omoc	marasu	a	sodutse	soir¡Ãv	,6102	me	arutaretil	an	adataler	iof	1BC	od	anilatsirc	aruturtse	A	:	detacilpmi	si	ti	:detacilpmoc	si	ytivitca	s'VCHT	.sdionibannac	fo	egatnavda	cituepareht	ekat	ot	desucsid	era	seigetarts	avoidnretla
ereh	dna	stohceffe	esrevda	eht	yb	de	MA	dna	)yvan(	1BC@BUF	fo	noitisoprepuS	)D(	.rotpecer	dionibannac	2BC	eht	fo	tsinogatna	evitceles	dna	tnetop	tsrif	eht	,825441	RS	.	:	enorraccaM]ralohcS	elgooG[	.slacimehcotyhp	eht	ot	ralimis	,)A11	ÂerugiF(7/6MT	neewteb	gnissap	yb	tekcop	gnidnib	rotpecer	2BC	eht	sretne	neht	dna	,ecafretni	7/6MT	ehtrap	?
The	dna	tsivqnesoR(	)aCHT-9	Î	dica	cilonibannacordyhartet-9	Î,)1791	,lliG(	)VCHT(	niravibannacordyhartet	edulcni	avitas	sibannac	morf	detalosi	sdionibanna	C	.loM	sdnerT	.esnopser	yna	ticile	ton	od	dna	,gnidnib	morf	stsinoga	tneverp	,dnib	stsinogatn	A	.ytiniffa	gnidnib	sti	enimaxe	ot	dna	,DBC	rof	setis	ciretsolla	avoidtup	dnif	ot	1BC	fo	erutcurts
latsyrc	eht	no	yduts	gnikcod	ocilis	ni	na	demrofrep	)8102	,.la	iccutabaS(	yourgaelloc	dna	L(	msinoga	GA-2	dna	CHT	fo	)MAN(	rotaludom	ciretsolla	avoidgen	1BC	a	sa	evaheb	ylegral	thgim	DBC	taht	detroper	evahAntagonist	competitively	inhibiting	the	formation	thc@cb1,	although	other	evidence	implies	that	THCV	can	also	be	an	indirect	agonist
(ENGLUND	et	al.,	2015).	In	2018,	as	part	of	their	extensive	dwarf,	Jung	and	colleagues	docked	the	THCV	for	both	inactive	and	active	CB1	conformation	and	extracted	from	5TGZ	and	5xra	crystal	structures,	respectively	(Jung	et	al.,	2018).	Understand	the	residue	C107;	However,	the	interactions	in	this	record	were	not	completely	characterized.	4.The
orthosphere:	In	the	inactive	conformation,	the	volume	of	the	binder	pocket	is	about	50%	higher	than	in	active	conformation.	THC,	CBD,	AEA	and	2-AG	Ligament	in	Vairs	Potential	Pockets	in	CB1MODULATORPOCKET	1POCKET	2POCKET	3ORTHOSTERIC	SITEETIBOOD	”G	(kcal/mol)	î”	G	(kcal/mol)	î	”G	(kcal/mol)	Î	”g	(kcal/mol)	Thcom'8.34cbdâi
7.75â'7,39â'8.15	aeaâi9.552-aga'9.41	Examining	THC	as	control,	they	found,	consistent	with	all	the	studies	mentioned	earlier,	THC	is	only	linked	to	the	Orthospherico	website.	
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