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Neurology

Neurology Protein phosphatase 2 
(PPP2CA; PP2A)

In vitro and mouse studies suggest inhibiting 
PPP2CA in the brain could help treat Opitz 
syndrome, an inherited neurological disorder. 
Midline 1 (MID1) is mutated in the X-linked 
form of Opitz syndrome and regulates the 
degradation of PPP2CA. In cultured primary 
mouse neurons, RNAi targeting Mid1 increased 
abnormal axon growth and levels of Ppp2ca 
compared with those seen in wild-type neurons, 
and knockout of Ppp2ca restored normal axon 
growth. In mice, genetic depletion of Mid1 
disrupted normal axon growth, and a microRNA 
targeting Ppp2ca restored growth. Next steps 
include screening for inhibitors of PPP2CA.
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