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Hypothetical model showing differential actions of antidepressant agents on symptoms of positive and negative affect
Adapt frem Nutt DJ et al. 2007+



Comparison of clinical practice guideline recommendations

Table 2. Clinical practice guidelines for the pharmacological treatment of depression: Recommendations.

Recommendations/clinical practice guidelines Chilean CPG' |Colombian CPG |England CPG |[ICSI* CPG |APA’ CPG |CANMAT® CPG
[21] (22] (23] [24] [26] [25]
First-line drug choice . . . . . .
Selective serotonin reuptake inhibitors . . . . . .
Contraindication of tricyclics . - - » - -
Amitriptyline - . - - - -
Mirtazapine - ] - . . .
Agomelatine, mianserin, and milnacipran - - - - - .

'CPG = clinical practice guideline;

*ICSI = Institute for Clinical Systems Improvement;

*APA = American Psychiatry Association;

*CANMAT = Canadian Network for Mood and |Anxiety Treatments.

® = CPG does contain topic; - = CPG does not contain topic.

HMA o 25 X|= 70| =2} 0|A| SSRIZ First-lineL 2 11

Ref) A systematic review comparing clinical practice guideline recommendations. PLoS One. 2020;15(4):e0231700. Published 2020 Apr 21. doi:10.1371/journal.pone.0231700



5-Hydroxytryptamine

SHT 4 5HT, 5HT,
Antidepressant Agitation Nausea
Anti-OCD property Akathisia GI distress
Anti-panic Anxiety Diarrhea
Anti-social phobia Panic attacks Headache
Anti-bulimia Insomnia

Sexual dysfunction
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Drug

Fluoxetine

Sertraline

Paroxetine

Citalopram

Escitalopram

Fluvoxamine

Assessing Different SSRIs

Characteristics

5-HT2C antagonism

DAT inhibition

Anticholinergic effects

Highly serotonin
selectivity

Highly serotonin
selectivity

Sigma-1 receptor
affinity

Advantages

fewer withdrawal symptoms
(longest half-life)
Weight loss

Some dopamine reuptake inhibition,

good for energy/motivation
Less drug interaction

Effective for anxiety/OCD
Sedation

Excellent tolerability, safe for elderly

More selective than citalopram;

fewer side effects
linear dose-response

High affinity for sigma-1 receptor,

good for OCD

Disadvantages

Insomnia, agitation, anxiety,
drug interactions due to long
half-life

More Gl side effects
(diarrhea, nausea)
Initial anxiety

Anticholinergic side effects,
weight gain, sexual

dysfunction

QTc prolongation risk at high
doses

Cost

Initial anxiety/agitation,
Drug interactions

Applicable Cases

Obesity-comorbid
depression, psychomotor
retardation

Anhedonic depression,
patients concerned about
weight gain

Cardiac problem Pt

Anxiety/OCD-comorbid
depression, elderly patients

Elderly depression,
cardiovascular disease-
comorbid depression

Patients sensitive to side
effects, patients with prior
SSRI side effects

Anxiety/OCD-comorbid
depression
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Efficacy (OR)

Using fluoxetine as the reference medication, the researchers analyzed
various second-generation antidepressants. Sertraline and escitalopram
had the best combination of efficacy and acceptability.

OR, odds ratio.
Source: Cipriani A et al. Lancet. 2009.'
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Escitalopram versus other antidepressive

agents for major depressive disorder:
a systematic review and meta-analysis

Juntao Yin'“', Xiaoyong Song'!, Chaoyang Wang®, Xuhong Lin*” and Mingsan Miao®

Escitalopram was significantly more effective than citalopram in

achieving acute response (RR 0.67, 95% Cl 0.50—0.87).

Escitalopram was also more effective than citalopram in terms of

remission (RR 0.53, 95% CI 0.30—0.93).

tolerability, escitalopram demonstrated a statistically significant
advantage over other SSRIs, with a risk ratio (RR) of 0.93 (95% CI

0.89 to 0.97)
When compared to newer ADs, no significant differences in

tolerability were observed (RR 0.97, 95% Cl 0.93 to 1.01)

Keywords Escitalopram, Antidepressant, Selective serotonin reuptake inhibitors (SSRI), Major depressive disorder
(MDD), Meta-analysis
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Escitalopram™
Sertraline
Desvenlafaxine
Fluoxetine
Venlafaxine
Vortioxetine
Duloxetine
Mirtazapine
Paroxetine

Milnacipran
Agomelatine
Bupropion
Tianeptine

Escitalopram®
Desvenlafaxine
Venlafaxine
Sertraline
Mirtazapine
Fluoxetine
Duloxetine
Paroxetine
Vortioxetine

Escitalopram™
Venlafaxine
Desvenlafaxine
Sertraline
Mirtazapine
Fluoxetine
Paroxetine
Duloxetine

Milnacipran
Esketamine
Bupropion
Agomelatine
TCAs
Tianeptine

Vortioxetine
Milnacipran
Esketamine
Agomelatine
Bupropion
TCAs
Tianeptine
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Indications

Major Depressive ‘

. Depression*® Generalized Obsessive-Compulsive
D ISO rd er ( M D D) Anxiety Disorder*® Disorder (OCD)
~Va

Generalized Anxiety

R
Disorder (GAD) N
Cf. Panic Disorder or ]

O C D Post-Traumatic Social Migraines
Stress Disorder (PTSD) Anxiety Disorder

~
Ny o

It was approved for the
indications in the US in 2002



Pharmacology

Receptor selectivity:

e Escitalopram, the S-enantiomer of citalopram, has an
even higher selectivity for the serotonin transporter
(SERT) than citalopram.

Side effects:

* Escitalopram's high SERT selectivity may contribute to
its favorable tolerability profile, with lower rates of
adverse effects compared to other SSRIs.

Less drug interaction
linear dose response



Metabolism and Elimination

CYP2C19(major) & CYP3A4(minor) metabolism
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222 H(Fluoxetine, Paroxetine), 2+’ 41 X|(Haloperidol, Risperidone, Aripiprazole),
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FI-EH|(Codeine > Morphine), B-XHEHH| (Metoprolol, Propranolol)

Half-Life: 27-32 Hours
Primary Renal Excretion
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O escitalopram

Number of Patients
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Increased risk of
hyperarousal:

- Poor or
intermediate
CYP2C19 status

Low SLC6A4
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post-synaptic neuron

Effect

Escitalopram Exposure




Table 2

Antidepressants: Recommended dosage adjustments in renal
impairment

Mild renal Moderate renal Severe renal
Medication impairment impairment impairment ESRD or dialysis
Escitalopram’’ None None (€CrCl <20 mL/min)

No information available

Use caution: Start at a reduced dosage
and titrate slowly

Citalopram™ None None Use caution: Start at a reduced dosage
: and titrate slowly
Paroxetine™ None None Initial dosage: 10 mg/d
Maximum dosage: 40 mg/d
Venlafaxine®® (GFR 10 to 70 mL/min) Decrease dosage by
Decrease dosage by 25% to 50% 50% and withhold
until dialysis is
complete
Desvenlafaxine®’ None 50 mg/d (do 50 mg every other day (do not titrate)
not titrate)
Duloxetine® None None (GFR <30 mL/min)
Avoid use
Milnacipran® None Use caution Decrease dosage Relative
by 5096 contraindication
Levomilnacipran®® None 80 mg/d 40 mg/d Relative
contraindication
TCAs* : None Decrease by 50% in geriatric patients
Bupropion®®=7 (GFR <90 mL/min) 75 mg once daily
Consider reducing
the dosage or
frequency
None 150 mg every 3 days

eCrCl: estimated creatinine clearance; ESRD: end-stage renal disease; GFR: glomerular filtration rate: TCA: tricyclic
antidepressants




Common
Side Effects?

* Nausea, Headache, | / ?7 _®

Insomnia, Fatigue Fatigue Dry Mouth Headaches Diarrhea
* Increased Sweating,
Drowsiness
* Usually Transient
S

Indigestion Somnolence Yawning Impotence



Serious Side Effects?

QT Prolongation
— VPC or serious heart issues such as Torsades de pointes.
— older age, existing heart conditions, and concurrent use of other
medications that affect heart rhythm
* Serotonin Syndrome

— life-threatening condition occurs due to excessive serotonin levels in
the brain.

— confusion, agitation, rapid heart rate, high blood pressure, excessive
sweating, shivering, muscle rigidity, and gastrointestinal distress.

— when escitalopram is taken with other serotonergic medications
* Increased Suicidal Ideation in Young Adults

— particularly in children, adolescents, and young adults (ages 18 to 24)
during the initial treatment period or when doses are changed.



QT prolongation
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Serotonin Syndrome

Hyperthermia
Shivering
Diaphoresis

Sweating
Fever

Hyperthermia
>40°C

Agitation d Seizures
Confusion  Hypomania
Akathisia  Hyper-vigilance
Anxiety

Coma
Death

Tachycardia Hypertension

Mild
Symptoms

Full-blown Severe
Symptoms

Diarrhea

g Tremors Hyperflexia

Poor Rigidit
C(())(())l!dination Clonus Y

Myoclonus

©2019 Devon Medical Art, LLC, a rights reserved



Drug

Interactions

e Serotonin Syndrome Risk

e Increased Bleeding Risk

e CNS Depression




Safety profile Drug interaction

Hl Cvtochrome P450 isozvme inhibition /n vitro/in vivo

Escitalopram 0 + 0 0 0
Citalopram 0 0 + 0 0
Fluoxetine + +++ + +/++ ++
Paroxetine + +++ + + +
Sertraline + - + +/++ +

O=minimal or no inhibition, +=mild inhibition, ++=moderate inhibition, +++=strong inhibition

SSRI A|¥ 2%E b Escitalopram, Sertraline 2 H]

Ref) Domenic A. et al. Clinical Pharmacology and Therapeutics of Antidepressants. Pharmacotherapy of Depression. 2011.
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Dosage and
Administration

e linear dose response
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Pregnant women

* SSRIs are typically the preferred choice for
treating depression and anxiety in pregnhant
women due to their established safety profile.

— Cf. neonates exposed to SSRIs, including
escitalopram, late in the third trimester may
experience complications at birth, necessitating
prolonged hospitalization and respiratory support



* not approved for use in
pediatric patients

— under the age of 12 with
MDD or

Use — under 7 years with GAD

Pediatric

— due to insufficient safety and
effectiveness data in these 0

populations ,

/
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Laboratory

monitoring?

e Electrolyte

e |n elderly patients or those at risk for
hyponatremia

* ECG

* High doses of escitalopram (e.g., 220 mg/day)
can prolong the QT interval.

e Patients with cardiac conditions, electrolyte
imbalances, or those taking other QT-
prolonging drugs

e Liver and Kidney Function Tests

e Patients with hepatic impairment or severe
renal dysfunction



When Escitalopram Fails

1. Switching Medications

* SNRI: venlafaxine (Effexor) and duloxetine (Cymbalta)
e Atypical Antidepressants: bupropion or mirtazapine
e Vortioxetine:

2. Augmentation Strategies (Adding)

e Atypical Antipsychotics: aripiprazole or quetiapine
e Buspirone
e Lithium



To Change
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SSRIs

ShNRIs
Mirtazapine

Wortioxetine
Another SSRIs
Bupropion
Agomelatins
Eskefarmiirne
Tianeptine
TCAS

SMNRIs

Mirtazapins
SSRIs
Another SMNRIs

Wortioxetine
Bupropion
Agomelatine
Tianeptine
Eskefarmine
TCAs

Mirtazapins SMNRIs Wortioxetine
SSRIs Bupropion
LAgomelatins
Eskefarmirne
Tianeptine
TCAS
Bupropion SSRIs™ Agomelatine
SMNRIs Eskefarmine

Mirtazapine
Wortioxetines

Tianeptine
TCAs

Agomelatine

SMRIs™*
SSRIs
Mirtazapins
Wortioxetine

Bupropion
Tianeptimne
Eskaefarmine
TCAS

Wortioxetine

SMRIs
SSRIs
Mirtazapins

Bupropion
Agomelatins
Eskaefarmine
Tianeptine
TCAS
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To Add
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SSRIs Mirtazapine Vortioxetine
SNRIs Another SSRIs
Bupropion Tianeptine
Agomelatine TCAs

Esketamine

SNRIs Mirtazapine Agomelatine
SSRIs Another SNRIs
Vortioxetine Tianeptine
Bupropion Eskelamine

TCAs

Mirtazapine SSRIs Agomelatine
SNRIs Tianeptine
Vortioxetine Eskelamine
Bupropion TCAs

Bupropion SSRIs Agomelatine
SNRIs Tianeptine
Mirtazapine Eskelamine
Vortioxetine TCAs

Agomelatine SSRIs Tianeptine
SNRIs Esketamine
Mirtazapine TChAs
Vortioxetine
Bupropion

Vortioxetine SSRIs Bupropion
SNRIs Tianeptine
Mirtazapine TCAs
Agomelatine Esketamine
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Discontinuation Syndrome
* Withdrawal Symptoms typically emerge within
two to four days after discontinuation

Common Symptoms of SSRI Discontinuation Syndrome

n Headaches \ ‘W’ ; |

Dizziness ANNA ’ \\( \I\A . ./,- //% 7
o {:’Itﬂblll‘ytyl i /
/ N - //

: : \]
¥/ /) JQ& @ B Nausea

X ° ==/ /

Insomnia

*Withdrawal symptoms typically last for 1 to 3 weeks

* i e



Management Strategies of
Discontinuation Syndrome

*Gradual Tapering:

e over several weeks to months, rather than
stopping abruptly.

*Switching Medications:

» switching to a longer-acting SSRI, such as
fluoxetine

*Reinstatement:
 resuming the previous dose of escitalopram
« and then tapering more slowly
*Supportive Care:
» pain relievers for flu-like symptoms or
« antihistamines for nausea.



Sang Hyun Lee

shleefm@nhis.or.kr

italopram
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