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Neurology

Alzheimer’s disease 
(AD)

Calcineurin 
(PPP3CA; PPP2B); 
nuclear factor 
of activated T 
cells cytoplasmic 
calcineurin-
dependent 4 
(NFATC4; NFAT3)

In vitro and mouse studies suggest that inhibiting 
PPP3CA could help treat AD. In mouse primary 
neurons, exposure to β-amyloid (Aβ) oligomers 
activated Ppp3ca, which in turn activated Nfatc4 
and resulted in neuronal damage. In a mouse 
model of AD, inhibiting Ppp3ca or Ppp3ca-
mediated activation of Nfatc4 prevented Aβ-
induced damage. Next steps include ongoing efforts 
to characterize the upstream mechanisms that lead 
to PPP3CA activation. 
Voclosporin, a cyclosporine-based PPP3CA 
inhibitor from Isotechnika Pharma Inc. and Lux 
Biosciences Inc., is under FDA review to treat 
noninfectious uveitis. The compound also is in 
Phase II to prevent renal transplant rejection and in 
Phase III to treat psoriasis.
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licensing from 
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