
ANTIDEPRESSANTSAN OVERVIEW OF

SELECTIVE SEROTONIN REUPTAKE INHIBITORS (SSRIs)

- frequently used as first-line antidepressants

- highly e�ective, tolerable, and generally safe in overdose

- potent treatment for anxiety; also e�ective for panic, OCD, social anxiety, PTSD,

    body dysmorphia, and eating disorders

PHARMACODYNAMICS   selectively increase serotonergic activity by decreasing

  action of presynaptic serotonin reuptake pumps (60-80%), leading to prolonged

  postsynaptic serotonin receptor occupancy

CONTRAINDICATIONS   patients with hypersensitivity; patients who have taken a

  monoamine oxidase inhibitor (MAOI) in the previous two weeks due to interaction

  with SSRIs; patients taking other serotonergic medications

Celexa
(citalopram)

Lexapro
(escitalopram)

Prozac
(fluoxetine)

Paxil
(paroxetine)

Zolo�
(sertraline)

SEROTONIN-NOREPINEPHRINE REUPTAKE INHIBITORS (SNRIs)

- primarily used for depressive disorders and anxiety disorders

- secondarily used for chronic pain syndromes

- can be e�ective for body dysmorphia, OCD, and PTSD; menopausal hot flashes,

    urinary incontinence, and vulvodynia may also respond to SNRIs

PHARMACODYNAMICS   block presynaptic serotonin and norepinephrine reuptake

  pumps, leading to prolonged postsynaptic serotonin and norepinephrine 

  receptor occupancy; SNRIs vary in a�inity for each type of pump

CONTRAINDICATIONS   patients who have taken a monoamine oxidase inhibitor 

  (MAOI) in the previous two weeks due to interaction with SNRIs; patients taking

  certain medications due to specific drug-drug interactions

Khedezla
(desvenlafaxine)

Cymbalta
(duloxetine)

Fetzima
(levomilnacipran)

Savella
(milnacipran)

E�exor
(venlafaxine)

TRICYCLIC AND TETRACYCLIC ANTIDEPRESSANTS

- former first-line treatment for depression since 1960s, until SSRIs introduced

- now used for panic attacks, anxiety, PTSD, and smoking cessation

- can also be used to treat a variety of chronic pain states such as chronic

    daily headache and neuropathy

PHARMACODYNAMICS   inhibit reuptake of both serotonin and norepinephrine,

  leading to greater amounts of the neurotransmitters in the synaptic cle�; 

  chemically consists of a three/four-ring central structure + e�ector side chain

CONTRAINDICATIONS   patients who may be sensitive to adverse side e�ects,

  including anticholinergic side e�ects (constipation, blurred vision) and heavy

  sedation due to central e�ects on histamine

Tofranil
(imipramine)

Anafranil
(clomipramine)

Pamelor
(nortriptyline)

Surmontil
(trimipramine)

Generic
(maprotiline)

MONOAMINE OXIDASE INHIBITORS (MAOIs)

- first class of antidepressants in clinical use starting in the 1950s

- can be e�ective in treatment-resistant depression and atypical depression

- despite e�ectiveness of MAOIs, clinical utility of diagnosing major depression

    with atypical features (hyperphagia, hypersomnia, etc) is debated

PHARMACODYNAMICS   irreversibly block monoamine oxidase, the enzyme

  responsible for the oxidative deamination of neurotransmitters like serotonin,

  norepinephrine, and dopamine; these remain in the synaptic cle� longer

CONTRAINDICATIONS   patients who cannot adhere to strict dietary restrictions;

  patients who are elderly (as they may be both more sensitive to hypotensive

  e�ects and more likely to fall and sustain fractures)

Parnate
(tranylcypromine)

Nardil
(phenelzine)

Eldepryl
(selegiline)

ATYPICAL ANTIDEPRESSANTS

- developed following advances in understanding brain neurophysiology

- distinct from other classes of antidepressants, frequently used for major

   depression that does not respond or has intolerable side e�ects to SSRIs

- first-line treatment if drug has a desirable characteristic over SSRIs

PHARMACODYNAMICS   agomelatine: melatonin & serotonergic receptor agonist

  bupropion: structurally related to amphetamine, dopamine reuptake inhibitor

  mirtazapine: block α2 adrenergic receptors, increasing NE and serotonin release

CONTRAINDICATIONS   agomelatine: hepatotoxicity to patients with liver disease

  bupropion: seizure risk, further elevated if CYP450-2B6 inhibition occurs

  mirtazapine: limit dose for patients with severe renal or hepatic impairment

Valdoxan
(agomelatine)

not available in US

Wellbutrin
(bupropion)

Remeron
(mirtazapine)
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