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STRUCTURE OF HUMAN MEMBRANE NAPE-PLD
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First structures of NAPE-PLD in complex with chemical modulators




Structure of NAPE-PLD in complex with Naph3S$
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Structure of NAPE-PLD in complex with ARN compound
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LIGAND DISCOVERY

In silico model

HHS Public Access
./(. Author manuscript
e

Chem Commun (Camb). Author manuscript; available in PMC 2018 November 28

Published 1n final edited form as:
Chem Commun (Camb). 2017 November 28; 53(95): 12814—-12817. do1:10.1039/c7cc07582k.

Synthesis and characterization of the first inhibitor of N-
acylphosphatidylethanolamine phospholipase D (NAPE-PLD)
Beatrice Castellani®*, Eleonora Diamanti®#* Daniela Pizzirani®¥, Piero Tardia?® Martina

Maccesi, Natalia Realini?, Paola Magotti®* Gianpiero Garau®!, Thomas Bakkum?$, Silvia
Rivarad, Marco Mor?, and Daniele Piomelli’2P

ARN19874
IC50 = 34 M

(pmol'mg protein)

mE

NAPE-PLD inhibition (HEK) OFA - PEA - SEA VALIDATION by XRD




Structure of NAPE-PLD in complex with PLP

"

Pyridoxal-5’-phosphate
[ Active form of VitaminB6

[1 Involved in neurotransmitters generation

[] lipid metabolism and gene expression



PLP ANALOGUES
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CONCLUSIONS & PERSPECTIVES
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