[image: image1.jpg]PFC function

DA signaling DA signaling
e ——amphotanine o Task induced reatve
X motmet mmmm shiftin DA levels shitin DA levels

Figure 4




An inverted “U” models the effects of COMT gene type, difficulty of the working memory task, and amphetamine on dopamine (DA) activity in the prefrontal cortex.  By boosting dopamine, amphetamine shifts people who have inherited two copies of the val variant (green) -- who normally have relatively poorer prefrontal function, greater COMT activity, and presumably less dopamine activity – to the right, and more optimal functioning.  Amphetamine shifts people with two copies of met (red) – who normally are at an optimal position – to less efficient functioning as the task reaches the most difficult level (3-Back) and places a greater load on the brain.  

Source: NIMH Clinical Brain Disorders Branch.

