e. Antidepressants (Thymoleptics)
Biogenic amine theory (overly simplistic): Depression is due to a deficiency of monoamines (NE, DA, 5-HT) at certain key sites in the brain.
	
	Tricyclic/ Polycyclic Antidepressants
	Selective Serotonin Reuptake inh
	Monoamine oxidase inh

	M.O.A.
	1.Inhibition of neurotransmitter uptake
2.Blocking of receptors (serotonergic, ( adrenergic, histaminic, muscarinic)
	
	Isocarboxazide causes irreversible inactivation of MAO

	Actions
	-action after 2-3 weeks
-elevate mood, improve mental alertness, inc physical activity

-do not affect normal individuals

-Tolerance (to anticholinergic properties), physical and psychological dependence have been reported.
	No side effects seen with TCAs
	-as TCAs
-phenelzine and tranylcypromine have mild amphetamine like effect.

	Uses
	1.Severe major depression
2.Some panic disorders
3.imipramine to control bed-wetting in children over 6 yrs (contracts internal sphincter of bladder
4.Now TCAs are used cautiously bec of cardiac arrhythmias & other CV problems.
	1.Depression
2.bulimia nervosa and obsessive compulsive disorder

3.anorexia nervosa, panic disorders, and pain associated with diabetic neuropathy
	1.depression unresponsive to TCAs or with anxiety
2.pts with low motor activity may benefit from their stimulant properties

3.phobic states

4.atypical depression (labile mood, rejection sensitivity)

	Adverse Effects
	-antimuscarinic (blurred vision, xerostomia, urinary retention, constipation, epilepsy)
-CV problems

-orthostatic hypotension due to ( adrenergic receptor blockade ending with reflex tachycardia.

-sedation
	-inh CYT P450
-loss of libido, delayed ejaculation, and anorgasmia

-some insomnia, anxiety and nausea.
	-tyramine in food causes exaggerated effects due to release of CA (this diet restriction limits the use of MAO-inh)

	Precautions
	1.manic depressive pts-unmask mania
2.narrow therapeutic index- suicide

3.drug interaction
	C.I. in epilepsy and in mania
	Wait 2 weeks before switching from antidepressant to another.


SSRI (Selective Serotonin Reuptake Inhibitors)

1. Citalopram
Cipram®
Lundbeck
(Racemic mixture)

2. Escitalopram
Cipralex®
Lundbeck
(S-enantiomer)

3. Fluoxetine
Prozac®
Lilly

(Prototype, Racemic mixture)
4. Paroxetine
Seroxate®
GSK

5. Sertraline
Lustral®
Pfizer

6. Fluvoxamine
Faverin®
Solvay

(Obsessive Compulsive Disorder)

SNRI (Serotonin Norepinephrine reuptake inhibitors) effective in neuropathic pain
1. Venlafaxine
Efexor®
Wyeth

2. Duloxetine
Atypical antidepressants

1. Bupropion
(decrease the craving for nicotine in tobacco abusers)
2. Mirtazapine
Zispin®
Organon

(sedating due to H1 blockade, useful in dep. pts with diffic. in sleeping)

3. Reboxetine
Edronax®
Pharmacia
4. Nefazodone
5. Trazodone
Molipaxin®
Aventis

(Sedating)

6. Flipentixole
Fluanxol®
Lundbeck
(antipsychotic)
TCAs alternative for pts not responding to SSRIs (The sedating ones are good in depression with anxiety)

1. Amitriptyline
Triptafen®
Gold Shield
(Treats neuropathic pain)

2. Amoxapine
Asendis®
Gold Shield

3. Clomipramine
Anafranil®
Novartis

4. Doxepine
Sinequan®
Pfizer

5. Imipramin
Tofranil®
Novartis

(Prototype, treats bed wetting for children over 6 yrs old)

6. Lofepramine
Gemanil®
Merck

7. Nortriptyline
Motival®
Sanofi

8. Trimipramine
Surmontil®
Aventis

9. Maprotiline
Ludiomil®
Novartis

10. Mianserin
MAO-I

1. Phenelzine
Nardil®
Hansam

2. Isocarboxazide
3. Tranylcypromine


(most potent)
Reversible MAO-I (RIMA reversible inhibition of monoamine oxidase)

1. Moclobemide
Manerix®
Roche

(Used in major depression and social phobia)

Drugs used for mania.

Lithium Salts:

· Prophylactic in mania, manic depression and manic episodes.

· MOA is unknown.

· Ataxia, tremors, confusion, and convulsions are common side effects.

· Has narrow therapeutic index.

· Its toxicity inc with sodium depletion therefore C.I. with diuretics (thiazides).

Benzodiazepines:

· In initial stages of treatment until Li achieves its full effect.

· Should not be used for long periods because of the risk of dependence.

Antipsychotic drugs:

· In initial stages of treatment until Li achieves its full effect.

· Olanzapine, Risperidone with either Li or valproic acid may be of benefit.

Carbamzepine

· For prophylaxis of bipolar disorder (manic-depressive disorder) in pts unresponsive to Li.
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