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Depressive Disorders

Disruptive Mood Dysregulation Disorder

Major Depressive Disorder, Single and Recurrent Episodes
Persistent Depressive Disorder (Dysthymia)

Premenstrual Dysphoric Disorder
Substance/Medication-Induced Depressive Disorder

Depressive Disorder Due to Another Medical Condition Other Specified Depressive
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WHAT ARE SNRIS USED FOR?

MDD) (sl (Sl AN 50 (R judl 2%le (pSas 4SNRI
Anxiety

Bipolar depression

Chronic muscle or joint pain

Diabetic neuropathy

Fibromyalgia

Low back pain or osteoarthritis pain

Panic disorder

Social phobia.



Cymbalta (Pro)
Generic name: duloxetine

Pristiq (Pro)
Generic name: desvenlafaxine

Effexor XR (Pro)
Generic name: venlafaxine

Effexor (Pro)
Generic name: venlafaxine

Savella (Pro)
Generic name: milnacipran

Fetzima (Pro)
Generic name: levomilnacipran

Irenka (Pro)
Generic name: duloxetine

Khedezla
Generic name: desvenlafaxine



https://www.drugs.com/cymbalta.html
https://www.drugs.com/pro/cymbalta.html
https://www.drugs.com/duloxetine.html
https://www.drugs.com/pristiq.html
https://www.drugs.com/pro/pristiq.html
https://www.drugs.com/mtm/desvenlafaxine.html
https://www.drugs.com/mtm/effexor-xr.html
https://www.drugs.com/pro/effexor-xr.html
https://www.drugs.com/venlafaxine.html
https://www.drugs.com/effexor.html
https://www.drugs.com/pro/effexor.html
https://www.drugs.com/venlafaxine.html
https://www.drugs.com/savella.html
https://www.drugs.com/pro/savella.html
https://www.drugs.com/mtm/milnacipran.html
https://www.drugs.com/fetzima.html
https://www.drugs.com/pro/fetzima.html
https://www.drugs.com/mtm/levomilnacipran.html
https://www.drugs.com/mtm/irenka.html
https://www.drugs.com/pro/irenka.html
https://www.drugs.com/duloxetine.html
https://www.drugs.com/mtm/khedezla.html
https://www.drugs.com/mtm/desvenlafaxine.html
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ARE SNRI ANTIDEPRESSANTS SAFE?
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TN
HAT ARE THE SIDE EFFECTS OF
SNRI ANTIDEPRESSANTS?

* Constipation

* Dizziness

* Drowsiness

* Dry mouth

e Gastrointestinal upset (such as constipation, diarrhea, or nausea)

* A Headache

* Hot flushes

* Insomnia

* Nausea

e Sexual dysfunction (such as reduced desire or erectile dysfunction).

Some SNRIs have been associated with a discontinuation syndrome when they have been stopped
suddenly. For this reason, it is best to withdraw all antidepressants slowly.



SNRI: o) et aals (yia ) 5

Anxiety

Back Pain

Bulimia

Chronic Pain

Depression

Diabetic Peripheral Neuropathy
Fibromyalgia

Generalized Anxiety Disorder
Major Depressive Disorder
Osteoarthritis

Panic Disorder

Postpartum Depression
Social Anxiety Disorder
Vulvodynia



SNRIS APPROVED
TO TREAT DEPRESSION
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SAFETY ISSUES
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SAFETY ISSUES
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SUICIDE RISK AND ANTIDEPRESSANTS
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STOPPING TREATMENT WITH SNRIS
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Withdrawal-like symptoms can include:

* Dizziness

* Headache

* Flu-like symptoms, such as tiredness, chills and muscle aches
* Irritability or agitation

* Nausea

* Insomnia or sleep disturbances, such as nightmares

* Diarrhea
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Antidepressant

Dose range™

Agomelatine
Desvenlafaxine
Duloxetine
Escitalopram
Sertraline
Venlaftaxine IR
Venlafaxine XR
Vilazodone
Vortioxetine

25—50 mg/day
50—400 mg/day
60—120 mg/day
10—-20 mg/day
50—200 mg/day
37.5—375 mg/day
fH5—375 mg/day
10—40 mg/day
5—20 mg/day







lable 3 FDA-Approved Pharmacotherapy for Depression in Adults

Category Drug Class Generic Names (Brand Name)

Tricyclic Antidepressants (TCAs) Amitriptyline
Amoxapine
Clomipramine
Destpramine (Norpramin)
Doxepin (Stnequan)
Imipramine (Tofranil)
Maprotiline
Nirtriptyline
Nortriptyline (Pamelor)
Protriptyline (Vivactil)
Trimipramine (Surmontil)

First-Generation



Monoamsne Oxidase Inhtbitors (MAQIs)

Selective Serotonin Re-Uptake Inhibitors (SSRIs)-

[socarboxazid (Marplan)

Phene

zine (Nardil)

Selegi

ine (Emsam [transdermal

patch])

Tranyl

cypromine (Parnate)

Citalopram (Celexa)

Escitalopram (Lexapro)

Fluoxettne (Prozac)

Fluvoxamine
Paroxetine- (Paxil, Pexeva)
Sertraline (Zolof)



Second- Selective Serotontn/Norepinephrine Re-uptake Inhibitors  Desvenlafaxine (Pristiq)

(eneration (SNRIs) Duloxetine (Cymbalta)
Venlafaximne (Effexor)
Dopamine Re-Uptake Inhibttors (DRIs) Bupropion (Wellbutrin)

)-HT9A Receptor Antagonssts Nefazodone

Serotonin Re-Uptake Inhibtors (SRIs) Trazadone

Tetracyclic Antidepressants (TeCAs) Mirtazapine

* SORIs are the first-choice medicine for treating postpartum depresston; sertraline and paroxetine are recommended for breast-feeding

women
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https://fa.wikipedia.org/wiki/%D9%86%D9%88%D8%B1%D8%A7%D9%BE%DB%8C%D9%86%D9%81%D8%B1%DB%8C%D9%86
https://fa.wikipedia.org/wiki/%D9%86%D9%88%D8%B1%D8%A7%D9%BE%DB%8C%D9%86%D9%81%D8%B1%DB%8C%D9%86
https://fa.wikipedia.org/wiki/%D9%86%D9%88%D8%B1%D8%A7%D9%BE%DB%8C%D9%86%D9%81%D8%B1%DB%8C%D9%86

= S
!ycllc antliepressants approved to treat

depression

The Food and Drug Administration (FDA) approved these tncyclic
antidepressants to treat depression:

« Amitriptyline

« Amoxapine

« Desipramine (Morpramin)
« Doxepin

« |mipramine ( Tofranil)

« MNortrnptyline (Pamelor)

« Protriptyline

« [rnmipramine



FOR WHAT CONDITIONS ARE TRICYCLIC ANTIDEPRESSANTS USED?

Tricyclic antidepressants are approved by the Food and Drug Administration (FDA)
for treating several types of depression, obsessive compulsive disorder, and
bedwetting.

In addition, they are used for several off-label (non-FDA approved) uses such as:

e panic disorder,
e bulimia,

e chronic pain (for example, migraine, tension headaches, diabetic neuropathy,
and post herpetic neuralgia),

e phantom limb pain,
e chronic itching, and

e premenstrual symptoms.



Mood disorders often treated with TCAs include:

= Bipolar disorder

= Dysthymia (persistent mild depression)
= Major depressive disorder (MDD)

Anxiety disorders sometimes treated with TCAs include:

= Body dysmorphic disorder (BDD), including eating disorders such
as anorexia nervosa and bulimia nervosa

= Generalized anxiety disorder (GAD)
= Obsessive—compulsive disorder (OCD)

= Panic disorder (PD)

= Post—traumatic stress disorder (PTSD)

Neurological disorders sometimes treated with tricyclic TCAs include:

= Attention-deficit hyperactivity disorder (ADHD)

= Chronic pain

= Fibromyvyalgia
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Table 6

Comparative degree of potency of other TCAs when used at the equivalent sedative (H1 antagonist)
dose of doxepin

Drug Hi Musc oy
Amitriptyline 1:4 18:1 4:1
Nortriptyline® 1:25 50:1 10:1
Dothiepin 1:15 10:1 1:1
Imipramine 1:170 85:1 100:1

Abbreviation: TCA, tricyclic antidepressants.

This table is like Table 5. but illustrates the relative potency for producing other effects if the listed drugs are
compared as sedatives, at a dose that represents an equivalent H1 antagonist dose vs doxepin (given to one decimal
rounded to nearest half).

*eg NTP is 25 times less potent at H1 receptors, therefore at an H1 equivalent dose it is X 15 more potent at the
muscarinic receptors (dry mouth, constipation. and so on) and X 15 more potent at a; receptors (hypotension).
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Canada
Alti-Desipramine
Apo-Desipramine
Norpirami
PMS-Desipramine
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Tablet: 25mg
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Canada

Anafranil

Apo- clomipramine
Co- clomipramine
Gen- clomipramine
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B +H + + ? i+ ++ Clomipramine
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+/— + ++ + ? ++ + Imipramine
+/— + + + ? + ++ Nortriptyline

- - - - 2 - - Protrjpty]jne
s . -+ ++ - ? Trimipramine

ANTIDEPRESSANTS. IN: SCHATZBERG AF, COLE JO, DEBATTISTA C. MANUAL OF CLINICAL
PSYCHOPHARMACOLOGY, 6TH ED. ARLINGTON, VA: AMERICAN PSYCHIATRIC PUBLISHING, INC, 2007.
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S0Me CoOmmon possibDle side enecls Inciude:

« Drowsiness
« Blurred vision
« Constipation

« Dry mouth
« Drop in blood pressure when moving from sitting to standing,

which can cause lightheadedness
« Urnne retention

Other possible side effects include:

« Weight loss
« |[ncreased appetite leading to weight gain

« Excessive sweating



« [remor
« Sexual problems, such as difficulty achieving an erection,
delayed orgasm or low sex dnive

enerally speaking:

« Amitriptyline, doxepin, imipramine and trimipramine are
more likely to make you sleepy than other tricyclic
antidepressants are. Taking these medications at bedtime may
help.

« Amitriptyline, doxepin, imipramine and trimipramine are
more likely to cause weight gain than other tncyclic
antidepressants are.

« Nortriptyline and desipramine appear to have better
tolerated side effects than other tricyclic antidepressants do.



TCA s 512 (pelivaa 51 &l il e ) 5

s = (Sedation) (Sasl ol sd s e (H1) (cimebivns 1 Gl i) (o ) e o

G (2 ) 5yl 1 o) qlsd @l ) G i Gmaesla g Caliin S5l o
) o ol

Ao Saslh il g el i) O AaS Gal pa 3a o

o 4y el Sige Sy a3 ) Jlaud sl H2 eaipf (SO iy 4 .

s on o3l e e 3eS e e H2 5 HT 22358 (e e S



TCA&Q}J‘JN‘DL)&AJAM‘JJ‘UAJ“}Q

Ol Fogd 2 A4S 25l e Sl ) O sl sd x50
He a0 jiaS da jle (ol



‘

TCA L SSRI s 4ulis

oo se « S iulsS (S el e canse yidn SSRI sla sla 4 st TCA sla gl @
OJs Gl 5 uin o Sdee JAS Gely jiS Js 2isd e Sasll Qa5 8
Sy sl ool s 25 TCA ) i€ SSRI palse S sk 4y aia £ o e
DB jlaw AS 63 ) ga Jd Afd ) ok TCA sl sl 3Sala SSRI wsla s yla (Ko il

g ol TCA s gl ) M\MMQwSSRl W 513 (a )l ee Jaad 4l



Bupropion
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Bupropion (Wellbutrin and Zgban)

“"Getting Well with Wellbutrin.
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BUPROPION

Bupropion. Bupropion is used for the treatment of depression and for
smoking cessation. It generally is more effective against symptoms of
depression than of anxiety

and it is quite effective in combination with SSRIs. Despite early warnings that it could
cause seizures, clinical experience now shows that when used at recommended
dosages, bupropion is no more likely to cause seizures than any other antidepressant
drug.

Smoking cessation is most successful when bupropion (called Zyban for this
indication) is used in combination with behavioral modification techniques.

Bupropion is unique among antidepressants because o Fa highly favorable profile of
adverse effects. OF particular note among antidepressants, the es of sedation,
sexual dysfunction, and weight gain are minor with this drug. Some ratpatients,
however, experience severe anxiety or agitation when starting bupropion.




JPHARMACOLOGIC ACTIONS

<= Bupropion is well absorbed from the gastrointestinal tract. Peak
plasma concentrations of the immediate-release formulation of
bupropion are usually reached within 2 hours of oral
administration, and peak concentrations ofthe sustained-release
formulation are seen after 3 hours. The half-life ofthe compound
ranges from 8 to 40 hours (mean, 12 hours). The extended-
release form reaches peak plasma concentration in about 5 hours
and has a half-life of about 35 hours.
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2. THERAPEUTIC EFFICACY

The therapeutic efficacy of bupropion in depression is well

established in both outpatient and inpatient settings.



.3DOSAGE AND ADMINISTRATION

<= There are three preparations of bupropion: (1)immediate-

release bupropion is available in 75- and 100-mg tablets; (2) sustained-release bupropion
(Wellbutrin SR) is available in 100-, 150-, and 200-mg tablets; and (3) extended-release
bupropion is available in 150- and 300-mg tablets.

Treatment in the average adult person should be initiated at 100 mg of the immediate-release
version orally twice a day, or 150 mg of the sustained-release and extended-release version once
a day. On the fourth day of treatment, the dosage can be raised to 100 mg of the immediate-
release preparation orally three times a day, or 150 mg of the sustained-release preparation
orally twice a day The extended-release version can be raised to 300 mg once a day Alternatively
300 mg ofthe sustained-release version can be taken once each morning.. Because of the risk for
seizures, increases in dosage should never exceed 100 mg in a 3-day period; a single dose of
immediate- release bupropion should never exceed 150 mg, and a single dose of sustained-
release bupropion should never exceed 300 mg; the total daily dose should not exceed 450 mg
(immediate release or extended release) or 400 mg (sustained release.(
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=+ .4Precautions and adverse reactions. The most common adverse effects

associated with the use ofbupropion are headache, insomnia, upper
respiratory complaints, and nausea. Restlessness, agitation, and irritability
may also occur. Most likely because of its potentiating effects on
dopaminergic neurotransmission, bupropion has rarely been associated
with psychotic symptoms (e.g., hallucinations, delusions, and catatonia) and
delirium. Most notable about bupropion is the absence of

significant drug- induced orthostatic
hypotension, weight gain, daytime drowsiness, and anticholinergic effects.
Some persons, however, may experience dry mouth or constipation, and
weight loss may occur in about 25% of persons. Bupropion causes no
significant cardiovascular or clinical laboratory changes.
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< A major advantage of bupropion over SSRIs is that bupropion is virtually devoid of
any adverse effects on sexual functioning, whereas SSRIs are associated with such effects in up to
80% of all persons. Some people taking bupropion experience an increase in sexual responsiveness and even

spontaneous orgasm.

At dosages of 300 mg/day or less, the incidence of seizures is about 0.1%, which is no worse, and in some
cases superior, to the incidence of seizures with other antidepressants. The risk for seizures increases to about 5%
in dosages between 450 and 600 mg/day. Risk factors for seizures, such as a past history of

seizures, abuse of alcohol, recent benzodiazepine withdrawal, organic brain disease, head
trauma, or epileptiform discharges on electroencephalogram (EEG), warrant critical examination of the decision to

use bupropion.



.S5DRUG INTERACTIONS

< Bupropion should not be used concurrently with MAOIs because
of the possibility of inducing a hypertensive crisis, and at least 14
days should pass after an MAOI is discontinued before treatment
with bupropion is initiated. Delirium, psychotic symptoms, and
dyskinetic movements may be associated with the
coadministration of bupropion and dopaminergic agents (e.g.,
levodopa [Laradopa], pergolide [Permax], ropinirole [Requip],
pramipexole [Mirapex], amantadine [Symmetrel], and
bromocriptine [Parlodel.(]




TRAZODONE

<= Trazodone is approved for the treatment of MDD.

It is a first-line agent for the treatment of insomnia because of its marked sedative
qualities and favorable effects on sleep architecture with no anticholinergic effects. It is a
weak inhibitor of serotonin reuptake and a potent antagonist of serotonin 5-HT2A and
5-HT2C receptors. A dosage of 250 to 600 mg a day is

* necessary to have therapeutic benefit. It is associated with an increased risk of
priapism and can potentiate erections resulting from sexual
stimulation. Trazodone-triggered priapism (an erection lasting more than 3 hours with
pain) is a medical emergency. The most common adverse effects associated with
trazodone are sedation, orthostatic hypotension, dizziness, headache, and nausea.
Some persons experience dry mouth or gastricirritation. The use of trazodone is
contraindicated in pregnant and nursing women AND arythmia.
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A newer extended-release, once-daily formulation (Oleptro) is
approved for the treatment of

MDD in adults. The most common
adverse events are somnolence or sedation, dizziness,

constipation, and blurred vision.




MIRTAZAPINE
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*|t is approved for the treatment of major depression. It is rapidly and completely
absorbed and has a half-life of about 30 hours. It lacks the anticholinergic effects of
tricyclic antidepressants and the GI and anxiogenic effects of SSRIs. Somnolence, the
most common adverse effect of mirtazapine, occurs in more than 50% of persons
and increases appetite in about one-third of patients leading to weight gain. It may
increase hepatic enzymes and cause neutropenia in 0.3% of patients. The
recommended doe range is 15 to 45 mg.

* Mirtazapine is excreted in breast milk and should not be taken by

* nursing mothers.



