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WFZER R OMEEE (330) © Alteration of dopamine neurotransmission in the prefrontal cortex,
especially hypofunction of dopamine D1 receptors, contributes to psychotic symptoms and
cognitive deficit in schizophrenia. D1 receptors signal through the cAMP/PKA second
messenger cascade, which is modulated by phosphodiesterase (PDE) enzymes that hydrolyze
and inactivate cyclic nucleotides. Though several PDEs are expressed in cortical neurons,

the PDE4 enzyme family (PDE4A-D) has been implicated in the control of cognitive function.

We revealed that PDE4, which is expressed in D1 receptor-positive cortical pyramidal
neurons in layer VI, modulates the level of D1 receptor signaling in the frontal cortex,

likely influencing cognitive function. These biochemical and behavioral actions of PDE4
inhibitors may contribute to the hypothesized antipsychotic actions of this class of
compounds.
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