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Megatonin, tha neurchommane malnly secreted by the pingal gland, binds and activates two GPCRs, MT, and
MT ., exerts antioxldant and radical scavenging effects and has neuroprobecive activity.
Falty acid amide hydrolase [FAAH) Is responsibie for the Inaciivating hydrolysis of M-acylethanoiamines,
Inciuding the endecannabinald anandamide (AEA), and e lipld modulaions oleoylethanslamids (DEA) and
palmitoylethanoiamioe (PEA) 3

+ Enhancing the endocannaoingld and melatonergic tone has therapeutic potentlal to reat newoinflammatory

Wsaases.
LUCK1341 I5 3 dual-acting compound with FAAH Inhibitory action and agaonist aciiviy on melatonin recegtars.? Efﬂl}fi:z ::
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Unbinding simulations of 2-iedomelatonin from MT, and MT; receptors

Determination of ligand binding aMnity o melaionin recepiors relles on displacement binding assays with the ,,
radiciigand 24 ]lodomelatoain (2-['=]IMLT] which Is characterized by siow dissoclation rate. o
+ Am: o evaluate the Impact of the slow dissoclation of 2-['SNIMLT on K, values obtzined for ligands In standard !
Eml’ll’l'll!ﬂta condidons;
1 provide 3 mechanisiic expianation of the diferant dissociation haiHife observed for 2-lodomelatonin.® I'nll-l'bﬂrl|n Iiedaimalatodnln
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Dissodabon ourves (&) of 27" STIKLT for MT; and MT; reosplors. Assocation curves of 2- QLT for R ra
T, (B} and MT, |C} recepiors. BEL
! + Incubation ime afected only waakly the binding ainity constants.
. {_, +  Siructure-aciivity relationships are conserved when binding data
a d "'_r* are collected at shorer Incubation imes.
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