
When a serotonin reuptake inhibitor binds to SERT (serotonin transporter
protein), it leads to increased serotonin within the synaptic cleft. Initially,
increased serotonin activity at 5-HT1A autoreceptors leads to cell inhibition,
and reduced serotonin binding to postsynaptic receptors on limbic stress
circuitry — possibly explaining some of the worsening of symptoms
associated with initiation of SSRIs.

Eventually, there is downregulation of 5-HT1A presynaptic receptors and this
leads to increased serotonin release and binding to postsynaptic receptors
on limbic stress circuitry (via self-disinhibition). The downstream inhibiting
effects of serotonin on limbic stress circuitry leads to symptom reduction.
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Serotonin is released from serotonergic neurons at the axon terminus, where it acts on
serotonin receptors. In this simplified view, serotonin acts on 5-HT1A autoreceptors ( ) to
cause cell hyperpolarization (or inhibition) of the serotonergic neuron, leading to a reduction
in the amount of serotonin released from all axon terminals in a sort of "self-braking"
mechanism. At postsynaptic receptors ( ), serotonin causes cell hyperpolarization of
neurons within the limbic stress circuitry, leading to a "quelling" of these circuits.


