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Depression Peroxisome proliferation–
activated receptor-g 
coactivator 1a 
(PPARGC1A; PGC-1a)

Mouse studies suggest increasing skeletal 
muscle PGC-1a expression could help 
treat chronic stress–induced depression. 
In a mouse model of chronic mild stress, 
overexpression of the PGC-1a mouse 
homolog Pgc-1a1 in skeletal muscle led to 
decreased depression-associated behaviors 
compared with wild-type Pgc-1a1 expression. 
In mice, Pgc-1a1 overexpression blocked 
depression-associated behaviors caused by 
injection with the tryptophan metabolite 
l-kynurenine. Next steps include identifying 
the targets of l-kynurenine and finding 
compounds that induce PGC-1a.
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