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FNP-223    |    Mechanism of Action

Glycosylation acts as a protective layer preventing tau from being 
phosphorylated2. OGA enzyme removes glycosilated residues, 
increasing probability of phosphorilation. 

FNP-223 is a novel OGA inhibitor: by inhibiting OGA, it maintains more
residues glycosilated avoiding tau phosphorilation.

In pathological conditions there is an imbalance that favors Tau phosphorylation.
Phosphorylation destabilises Tau and causes it to disaggregate from microtubules3: 

increasing neuronal instability and self-aggregating into toxic neurofibrillary 
tangles

OGA-OGT imbalance 
leds to tauopathy progression

Under normal conditions there is an antagonistic cross-talk between glycosylation and phosphorylation

OGA inhibition as disease-
modifying treatment

FNP-223 is a novel OGA inhibitor positioned as a potential disease-modifying treatment for PSP1

Soluble Tau

1. Permanne B, Sand A, Ousson S, Nény M, Hantson J, Schubert R, Wiessner C, Quattropani A, Beher D. O-GlcNAcase Inhibitor ASN90 is a Multimodal Drug Candidate for Tau and α-Synuclein Proteinopathies. ACS Chem Neurosci. 2022 Apr 20;13(8):1296-1314. doi: 10.1021/acschemneuro.2c00057. Epub 2022 Mar 31. PMID: 35357812; PMCID: PMC9026285. 2. Pratt MR, Vocadlo 
DJ. Understanding and exploiting the roles of O-GlcNAc in neurodegenerative diseases. J Biol Chem. 2023 Dec;299(12):105411. doi: 10.1016/j.jbc.2023.105411. Epub 2023 Oct 31. PMID: 37918804; PMCID: PMC10687168. 3. Selnick HG, Hess JF, Tang C, Liu K, Schachter JB, Ballard JE, Marcus J, Klein DJ, Wang X, Pearson M, Savage MJ, Kaul R, Li TS, Vocadlo DJ, Zhou Y, Zhu Y, 
Mu C, Wang Y, Wei Z, Bai C, Duffy JL, McEachern EJ. Discovery of MK-8719, a Potent O-GlcNAcase Inhibitor as a Potential Treatment for Tauopathies. J Med Chem. 2019 Nov 27;62(22):10062-10097. doi: 10.1021/acs.jmedchem.9b01090. Epub 2019 Sep 29. PMID: 31487175.


	Diapositiva 1

