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            Abstract
Caffeine has been imbibed since ancient times in tea and coffee, and more recently in colas. Caffeine owes its psychostimulant action to a blockade of adenosine A2A receptors1, but little is known about its intracellular mechanism of action. Here we show that the stimulatory effect of caffeine on motor activity in mice was greatly reduced following genetic deletion of DARPP-32 (dopamine- and cyclic AMP-regulated phosphoprotein of relative molecular mass 32,000)2. Results virtually identical to those seen with caffeine were obtained with the selective A2A antagonist SCH 58261. The depressant effect of the A2A receptor agonist, CGS 21680, on motor activity was also greatly attenuated in DARPP-32 knockout mice. In support of a role for DARPP-32 in the action of caffeine, we found that, in striata of intact mice, caffeine increased the state of phosphorylation of DARPP-32 at Thr 75. Caffeine increased Thr 75 phosphorylation through inhibition of PP-2A-catalysed dephosphorylation, rather than through stimulation of cyclin-dependent kinase 5 (Cdk5)-catalysed phosphorylation, of this residue. Together, these studies demonstrate the involvement of DARPP-32 and its phosphorylation/dephosphorylation in the stimulant action of caffeine.
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                    Figure 1: Emulsion autoradiogram illustrating co-expression of adenosine A2A receptor mRNA (silver grains) and DARPP-32 mRNA (dark cells).[image: ]


Figure 2: DARPP-32 is required for the stimulatory effects of caffeine and the selective adenosine A2A receptor antagonist, SCH 58261, on motor activity.[image: ]


Figure 3: DARPP-32 is required for the depressant effect of the selective adenosine A2A receptor agonist, CGS 21680, on motor activity.[image: ]


Figure 4: Effect of caffeine and SCH 58261 on DARPP-32 phosphorylation at Thr 75.[image: ]


Figure 5: Adenosine A2A receptor regulation of DARPP-32 phosphorylation at Thr 75 by modulation of PP-2A.[image: ]
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