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VOIES NORADRENERGIQUES
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SEROTONINE / NORADRENALINE
AND DEPRESSION

Les concentrations du metabolite principal de la
dans le liquide cephalorachidien de patients dépressifs sont
plus faibles que dans la population générale

The role of depletion in
depression has been suggested by the low levels of
norepinephrine metabolites in the urine and cerebrospinal
fluid of depressed patients
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SYNAPSE NORADRENERGIQUE
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ACTION AU NIVEAU DE LA SYNAPSE
NORADRENERGIQUE

Noradrénaline et/ou o inhibiteurs de
inhibiteur de la recapture Terminaison | a monoamine oxydase
de la 5HT noradrénergique g (IMADs)

TRICYCLIQUES = | SELECTIF, REVERSIBLE
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Fluvoxamine : Inhibition
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NORADRENALINE - SYNTHESE
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NORADRENALINE - SYNTHESE - 1° ETAPE
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NORADRENALINE - DEGRADATION
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EFFECT OF MAO-A INHIBITION
— CHEESE REACTION

MNoradrenaline

Morad rt'u.LImL
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Synthesis s—— l""""

Noradre nu]mq_ Tyramine uplake
relense

Small intestine Ly rarmine
MAO-A, B0 and MAO-B, 209

The mechanism of tyramine uptake and induced noradrenaline release from
peripheral adrenergic neurons in response to irreversible inhibition of MAO-A in

the small intestine, blood vessels and adrenergic neurons
Youdim et al, NeuroToxicology (2004), 25:243-250
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EFFECT OF MAO-A INHIBITION
— CHEESE REACTION
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Youdim et al, NeuroToxicology (2004), 25:243-250
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INHIBITORS OF
SEROTONINE / NORADRENALINE
REUPTAKE (SNaRlI)
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INHIBITORS OF
SEROTONINE / NORADRENALINE
REUPTAKE (SNaRI) - Structure

Kent (2000) The Lancet 355: 911-918  FARM 2146 - 2003-2004



INHIBITORS OF SEROTONINE/NORADRENALINE
REUPTAKE (SNaRl) -
IC50 and receptor binding affinity

Kent (2000) The Lancet 355: 911-918 FARM 2146 - 2003.2004



INHIBITORS OF SEROTONINE / NORADRENALINE
REUPTAKE (SNaRl) - Ki

Inhibition counstants (K|) (nM) for
serotonin (5-HT) reuptake in vitro®

Noradrenaline Serotonin Ratio serotonin/
noradrenaline

Lofepramine {9 2400 1263
Maprotiline” 12 6100 508
Desipramine 0.6 180 300
Reboxetine* 8.0 1070 130
Nortriptyline 2.2 154 70
Doxepin 18 220 12
Amitriptyline 14 - 84 6.0
lmipramine 14 41 29
Dothiepin 2 76 2.7
Mirtazapine” 2000 5000 2.5
Venlafaxine 210 39 0.185
Fluoxetine 143 14 0.098
Paroxetine 33 0.73 0.022
Sertraline 220 3.4 0.015
Fluvoxamine® 500 4 0.008
Citalopram” 4000 1.3 0.0003
Brunello et al (2002) Eur. Neuropsychopharmacol, 12: 461-475
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INHIBITORS OF SEROTONINE/NORADRENALINE
REUPTAKE (SNaRl) - Pharmacokinetics

Kent (2000) The Lancet 355: 911-918 FARM 2146 - 2003-2004



INHIBITORS OF SEROTONINE / NORADRENALINE
REUPTAKE (SNaRl) - Kd

Dissociation constants (K,) (aM) for H,-histaminic, M1 muscarinic~
cholinergic, a,- and o,-adrenergic and receptors in vitro’

Antidepressant H, M, a,

Norudrenergic |
Maprotiline® 2.0 75

Nortriptyline 6.3 55
Mirtazapine’ 9.3 : 6.5
Desipramine 60 100
Lofepramine

Reboxetine®

Venlafaxine

Reference’
Doxepin
Amitriptyline
Trazodone
Brunello et al (2002) Eur. Neuropsychopharmacol, 12: 461-475 FARM 2146 - 2003-2004




INHIBITORS OF SEROTONINE / NORADRENALINE

REUPTAKE (SNaRl) - Selectivity
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AGONISTES ET ANTAGONISTES
NORADRENERGIQUES

_Receptorsubtype =~ Agonists Antagonists

0L Phenylephrine, methoxamine Prazosin, WB-4101,
phenoxybenzamine

Clonidine, B-HT 920 Yohimbine, rauwol-
scine, idazoxan

Isoproterenol, albuterol Propranolol, alpren-
olol, pindolol

Denopamine, xamoterol Atenolol, bisopropolol
Procaterol [CI-118,551
BRL 37344, CL 316,243
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