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NE

Alpha 2 Receptors

NE

NE.'Q..

Alpha 2

Location: Mostly, pre-
junctional

Very few post-junctional

Role: Inhibitory secretion
of NE from same neuron
(auto-receptor)

Also affects release of Ach
through a hetero-
receptor action.

Agonist: Clonidine
Antagonist: Yohimbine
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Aromatic L-amino
acid transporter

Na*
Tryptophan

]
| nf

| Tryptophan hydroxylase
(rate limiting)

5-Hydroxy-
|

Aromatic L-amino
acid decarboxylase
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Classification of anti-depresent

Reversible inhibitors of MAO-A (RIMAs): Moclobemide,
Clorgyline

Tricyclic antidepressants (TCAs):

— NA + 5-HT reuptake inhibitors: Imipramine, Amitriptyline,
Trimipramine, Doxepin, Dothiepin, Clomipramine

— Predominantly NA reuptake inhibitors: Desipramine,
Nortriptyline, Amoxapine, Reboxetine

Selective serotonin reuptake inhibitors (SSRis): Fluoxetine,
Fluvoxamine, Paroxetine, Sertraline, Citalopram, Escitalopram

Atypical antidepressants: Trazodone, Mianserin, Mirtazapine,
Venlafaxine, Duloxetine, Tianeptine, Amineptine, Bupropion

5-HT2Antagonists: trazodone and nefazodone




Viloxazine

Desvenlafaxine

Duloxetine

Milnacipran

Reboxetine

Selegiline

Pirlindole

Isocarboxazid

Moclobemide

Phenelzine

Venlafaxine

ANTIDEPRESSANTS

Tranylcypromine

TCA

Fluoxetine .- Sertraline
Fluyoxamine

Paroxetine

Escitalopram Citalopram

Lofepramine

Desipramine

/

Dosulepin

Amitriptyline

Doxepin

Trimipramina{ Nortriptyline

AN

Protriptyline

Imipramine

}Clumipramine
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Nefazodone - SRA, 1994
Mirtazapine - NRA, 1994

Iproniazid - MAOI, 1957

Imipramine - TCA, 1957
Fluoxetine - SSRI, 1987
Venlafaxine - SNSRI, 1994
Reboxetine - SNRI, 1997




Selective Serotonin Re-uptake -
inhibitors(SSRIs)

( Second-generation )

Fluoxetine, Fluvoxamine, Paroxetine,
Sertraline, Citalopram, Escitalopram
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SSRIs: Mechanism of Actions

« SSRIs block the reuptake of serotonin
v'Increased level of 5-HT
in the synaptic cleft
v'Greater postsynaptic
neuronal activity

Normal 5-HT Neurotransmission
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Serotonine-Norephinephrine Re-uptake -
inhibitors

( Second-generation)
Venlafaxine, Duloxetine
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Duloxetine
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5-HT2 receptor antagonists °
Second-generation
Nefazodone




Dopamine re-uptake inhibitors °
Second-generation
Bupropion
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Tricyclic antidepressants (TCAs) °
First-generation

Amitriptyline, Clomipramine,
Desipramine, Doxepin, Imipramine,
Nortriptyline, Amoxapine, Protriptyline,
Trimipramine
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Noradrenergic Serotonergic

MAO inhibitors

|[Metabolites Metabolites
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NE reuptake \}

"-»;"3‘ N, 23 HT reuptake

Desipramine,
maprotiline
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Antidepressants

Normalize impaired
locus coeruleus function

4

Increase monoamines
in the spinal cord

/

Auxiliary effect
e

Neuropathic pain

inhibition
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Monoamine oxidase inhibitors (MAOIs)
First-generation

Tranylcypromine, Phenelzine, Selegiline,

Isocarboxazid
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