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OGA inhibition as disease-
modifying treatment

Inhibitor

?’M %{% . a@ b)

; OGA Kinases Disease E
) > LS
Disease oOGT Phosphatases Progression =
Progression =
Igc(l;?a;;ofrsoluble Soluble Tau Increase of
-GlcNAc Tau
hosphorylated T
Inhibition of pathological prospherylated et

Insoluble Tau Aggregates
tau species and tangles

OGA-OGT imbalance
leds to tauopathy progression

Under normal conditions there is an antagonistic cross-talk between glycosylation and phosphorylation
Glycosylation acts as a protective layer preventing tau from being

hosohorvlated?. OGA | Iated resid In pathological conditions there is an imbalance that favors Tau phosphorylation.
phosphorylated. - erzyme reMOVEs Glycostiated resiaues, Phosphorylation destabilises Tau and causes it to disaggregate from microtubules?:
increasing probability of phosphorilation.

increasing neuronal instability and self-aggregating into toxic neurofibrillary

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