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WHAT IS THE ROLE OF BAs?

Dimer stabilization
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First structures of NAPE-PLD in complex with chemical modulators
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Structure of NAPE-PLD in complex with Naph3S



Membrane

Structure of NAPE-PLD in complex with ARN compound

Arg167

Ser151

Ser152

Ser151*

Ser152*

Asn194*

Lys163

Phe150*



LIGAND DISCOVERY

In silico model

ARN19874
IC50 ≈ 34 µM

NAPE-PLD inhibition (HEK) VALIDATION by XRD



Pyridoxal-5’-phosphate

Active form of VitaminB6

Involved in neurotransmitters generation

lipid metabolism and gene expression

Structure of NAPE-PLD in complex with PLP 



PLP ANALOGUES 

Prof. Simona Rapposelli

University of Pisa

Department of Pharmacy

Reagents and conditions: e., LiAlH4, dry THF, 20 h, 0 °C; f. sulfamoyl chloride, DMA, r.t.

SCHEME 2

Reagents and conditions: a. N(Et)3, Di-tert-butyl dicarbonate, DMF/H2O, 12 h; b. EtOH, SOCl2,r.t., 72 h; c. 1) pyridoxal-5’-phosphate, 

MeOH, 30 min; 2) NaBH4, 5 °C, 15 min; 3) 25 °C, 72 h d. EtOH, NaOH 10%, 69 °C , 12 h.

SCHEME 1



CONCLUSIONS & PERSPECTIVES

Affinity/kinetic of PLP-

derivative 

Dr. Aldo 

Moscardini

Characterization of 

the structural complex 

by XRD

Modulation in cell 

and in vivo

Prof.  Mario van der Stelt

“Insights into human membrane NAPE-PLD interactions” (manuscript in preparation)



Prof. Mario van der Stelt


