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Meta Gene Expression in Sporadic PD
GPEX Consortium

PGC-1a and the electron transport chain were downregulated
Zheng, B., et al, Sci Trans Med, 2010



Meta Gene Expression Analysis Network
(From the data of Zheng, B., et al, Science Translational Medicine, 2010)
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PGC-1a Blocks a-Synuclein Toxicity 
in Dopaminergic Neurons

Sci Transl Med. 2010 Oct 6; 2(52): 52ra73



Screen of FDA Approved Drugs:
Seeking PGC-1a modulators

» Screened several thousand FDA approved molecules in a 
retinal cell line

» 14 identified 
» 14 corroborated as PGC-1a modulators in MN9D cells
» One selected for further study, compound PU-91



PU-91 Induces PGC-1a in 
Dopaminergic cells & Promotes Neuroprotection



PU-91 Induces PGC-1a in Microglial Cells 
and Promotes an Anti-inflammatory Effect



PU-91 is Metabolized after Oral Delivery

Mice administered PU-91 by gavage and sampled at 2 hours



Co-Administration of PU-91 + X Improves 
Brain Levels



Is PU-91 +/- Comp X protective in PD models?



Co-administration PU-91 and Cmpd X Sustains
TH Terminals in Striatum 



Co-administration PU-91 and Cmpd X 
Preserves TH Neurons Substantia Nigra


