
ANTIDEPRESSANT  DRUGS



Incidence of the major depression in the U.S.

~ 17% adults

women men

~ 32 million of people

• Most common affective disorder
• Premature death
• Multifactorial etiology
• Environmental origin
• Heterogeneous disease







1951-52 Iproniazide (Delay;  Zeller) MAO inhibitors

1949-52    Litium – bipolar disorder (Cade; Schou)

1955-57 Antidepressant (Crane et al.)

1957-58* Imipramine (dibenzazepina) (Kuhn et al.) 

1970-75* 5-HT e NA reuptake inhibitors (Carlsson et 

al.) Zimelidina (fluoxetina, fluvoxamina)

* discovery



Theories of depression



Symptoms controlled by monoaminergic systems



Selectivity of antidepressants towards uptake 

transportes for 

serotonin (5-HT) 

noradrenaline (NA) 

dopamine (DA)



Proposed origin of depression 

Hippocampus, FCtx

Alfa 5HT

(cytotosicity)

(synapses formation)









Inibitori selettivi della 

ricaptazione della NA

Atomoxetina

Levoprotalina

Lofepramina

Maprotilina

Nisoxetina

Oxaprotilina

Reboxetina

Viloxazina

,Moclobemide

* ECT

- Milnacipran

(DAT)

(α2, 5HT2A) 
(reptake,

5HT1/2A)
(5HT1)

Antidepressant Drugs



Mechanisms of action of antidepressants: NA and 5-HT

Rafe
5HT1A



(DA)

(α2, 5HT2A) 
(reptake,

5HT1/2A)
(5HT1)

Tricyclic Antidepressants





Tricyclic (TCA)
side effects





Metabolism of imipramine

lipophilicity 

SNC

LIver

Kidney

CPY2D6



Drug interactions





CYP 3A4, 2D6, 2C19

Inhibitors:
Itraconazolo
Eritromicina 
Fluoxetina

Inductors:
Rifampicina
Fenitoina
Carbamazepina
Alcool

Hydroxylation Methylation



Inhibitors of the reuptake of 5HT/NA





Selective inhibitors for the reuptake 
of serotonin (SSRI)



http://www.ucl.ac.uk/~ucbtdag/bioethics/images/Prozac.jpg
http://www.ucl.ac.uk/~ucbtdag/bioethics/images/Prozac.jpg


Escitalopram





*

*







Other therapeutic applications

Obsessive-compulsive

disorders

Panic

Major Anxia 

Premestrual dysphoric

disorder

Anorexia

Post traumatic stess

Bulimia 

nervosa

Neuropathies
(tricyclics)



Pharmacokinetic of antidepressants 







Pharmacokinetic parameters

FLUOXETINA SERTRALINA* PAROXETINA FLUVOXAMINA CITALOPRAM

Plasma half-

lives

fluoxetina 6 gg

norfluoxetina 19 

gg

26 hours 21 hours 16 hours 33 hours

Washout

periods

5 weeks 2 weeks 2 weeks 2 weeks 2 weeks

Peak concentration 5 hours. 

* First-pass metabolism

Renal excretion (paroxetina and sertralina faeces)





Major interactions with other drugs 









Other antidepressants 



(DAT)

(α2, 5HT2A-C) 

(SERT,NET

5HT2)

(5HT2A,C; SERT)

CYP 3A4, 2D6

Inibitori:
Itraconazolo
Eritromicina 
Fluoxetina

Induttori:
Rifampicina
Fenitoina
Carbamazepina
Alcol

Hydroxy-bupropione





Major interactions with other drugs 







Delayed therapeutic Effects 

(Mechanism of action) 



Therapeutic effects 











???




