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The Serotonin Synapse

Image Credit: National Institute on Drug Abuse
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The Serotonin Neuron

Duman & Volieti (2012)
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A Post-mortem on Lack of Efficacy of 
the First SSRI Trial

Image Credit: Paul Rogers, New York Times, April 17, 2017
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A Post-mortem on Lack of Efficacy of 
the First SSRI Trial: Side Effects

• Temporary:
– Worsening anxiety

– Sleep disturbance

– Nausea

– Headache

• Persistent/Serious:
– Sexual side effects

– QT prolongation

– Mania

– Suicidality
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A Post-mortem on Lack of Efficacy of 
the First SSRI Trial: Dose and Duration
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Next step
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SNRIs

• Venlafaxine (Desvenlafaxine)

– Generalized Anxiety Disorder (I)

– Panic Disorder (II)

– Social Anxiety Disorder (II)

– Obsessive Compulsive Disorder (II)

• Duloxetine

– Generalized Anxiety Disorder (I)

• Levomilnacipran
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Mirtzapine

• Panic Disorder (II)

• Post-Traumatic Stress Disorder (II)

• Generalized Anxiety Disorder (IV)
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Tricyclic Antidepressants

• Panic Disorder (I, II)

• Obsessive-Compulsive Disorder (I)

• Generalized Anxiety (II)

• Post-Traumatic Stress disorder (II)
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• Monoamine Oxidase 
Inhibitors

Panic Disorder (II)

Social Anxiety 
Disorder (II)

Post-Traumatic 
Disorder(II)
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MAOIs

Image Credit: University of Pittsburgh Medical Center MAOI Diet
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Conclusions

• The most common failed SSRI is the SSRI not 
taken

• Management of expectations as important as 
that based on side-effect profiles, individual 
tolerability, comorbidity and past trials

• Multiple empirically based alternatives –
SNRIs, Mirtazapine, TCAs and MAOIs


