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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

Mood disorder Due to Another Medical Condition

Other Specified Depressive Disorder Unspecified Depressive Disorder




Anxiety Disorders Separation Anxiety
Disorder Selective Mutism

Specific Phobia

Social Anxiety Disorder (Social Phobia)

Panic Disorder Panic Attack (Specifier)
Agoraphobia

Generalized Anxiety Disorder

3 Substance/Medication-Induced Anxiety Disorder

Anxiety Disorder Due to Another Medical Condition

Other Specified Anxiety Disorder Unspecified Anxiety Disorde




Obsessive-Compulsive and Related Disorders
Body Dysmorphic Disorder

Hoarding Disorder

Trichotillomania (Hair-Pulling Disorder)
Excoriation (Skin-Picking) Disorder

Substance/Medication-Induced Obsessive-Compulsive and Obsessive-

Compulsive and Related Disorder Due to Another Medical Condition

Other Specified Obsessive-Compulsive and Related Disorder Unspecified

Obsessive-Compulsive and Related Disorder




Trauma- and Stressor-Related Disorders

Reactive Attachment Disorder
Disinhibited Social Engagement Disorder
Posttraumatic Stress Disorder

Acute Stress Disorder

Adjustment Disorders

Other Specified Trauma- and Stressor-Related Disorder

Trauma- and Stressor-Related Disorder

Unspecified




Somatic Symptom and Related Disorders
Somatic Symptom Disorder

lliness Anxiety Disorder

Conversion Disorder (Functional Neurological Symptom Disorder)

Psychological Factors Affecting Other Medical Conditions Factitious
Disorder Other Specified Somatic Symptom and Related Disorder

Unspecified Somatic Symptom and Related Disorder




Association between antidepressant use and reduced risk of

Intubation or death in hospitalized patients with COVID-19:

results from an observational study




association remained significant in multiple sensitivity analyses. Exploratory

analyses suggest that this association was also significant for SSRI and

non-SSRI antidepressants, and for fluoxetine, paroxetine, escitalopram,

venlafaxine, and mirtazapine (all p<0.05). These results suggest that

antidepressant use could be associated with lower risk of death or
Intubation in patients hospitalized for COVID-19. Double-blind controlled
randomized clinical trials of antidepressant medications for COVID-19 are

needed




Figure 3. FDA-Approved Indications
for Various Antidepressants
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Table 1. FDA-Approwved SSRIs
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FDA-Approved Antidepressants for Pediatric Use

Chemical Name Brand Name Disorder

Fluoxetine Depression/OCD
Escitalopram Lexapro Depression

............................................................... .g---._.-.-.-.-..--.-..--.-_.--.-_.--.-_..-..-_.-..--.-.---.-.--__-é--.-.-_.--.-_.--.-_.--.-.-.-.-.-.-.---.-..--.-_.--.-_.--.-_..-..-

Duloxetine Cymbalta . General Anxiety Disorder

Sertraline




Medication Minimum (mg) Maximum (mg) Low {mg] Medium (mg) High (mg)

Fluoxetine 20 80 20-30 40-50 60-50
Sertraline o0 J0-7 100-175 200
Paroxetine 2 b0 20-30 40-50 bl
Fluvoxamine a(-150 200-250 300-350
(italopram A 20-30 40-50 60-50
Escitralopram 10 40 10-15 20-25 30-40

These dose categories were defined a priori and wese calculated based on fluoxetine equivalents of SSRIs used in previous
meta-analytic studies of antidepressants and according to the American Psychiatric Association dose recommendations for
individual SSRIs in Obsessive-Compulsive Disorder*"
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Table 2. Dosing of Antidepressants

Class Dirug

] &l Citalopram (Celexa)
Escitalopram (Lexapro)
Fluoxatine (Frozac)
Faroxetine (FPaxil)
Sertraline {Zoloft)

Amitriptyline (Elawil)
Clomipramine (fAnafranil)
Desipramineg {(Morprameing
Doxepin (Sinequan)
Imipramineg (Toframnil)
Mortriptyline (Famelor)

Range (mg/day)

20-40
10-20
20-60
20-&60
S0-200

100-300
T100-2540
100-30:0
100-300
100-300
50-1 50
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Cap  10mg FLUOXETINE(PROZAC)

Cap 20mg

Syrup 20mg|5ml
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SERTRALINE(ZOLOFT)

25mg

50mg

100mg
Cap 50mg
Cap 100mg
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PAROXETINE(PAXIL)

Tab 10-20-30-40mg

Oral suspension 10mg|5ml
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CITALOPRAM(CELEXA)

Tab
Tab
Oral Drops
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ESCITALOPRAM(LEXAPRO)

Tab 10-20 mg
Oral Solution 5mg|5ml
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FLUVOXAMINE(LUVOX)

50mg
* Tab 100mg
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Significant pharmacokinetic interactions
(increased plasma levels and potential
adverse effects)

Significant pharmacodynamic
interactions

Fluvoxamine

— a potent inhibitor
of CYP 1A2, 2C19 and
weak inhibitor of 3A4
and 2C9

Agomelatine*

Some benzodiazepines (eg diazepam,
alprazolam and bromazepam)

Caffeine +

Clozapine*

Duloxetine*

Haloperidol

Melatonin

Olanzapine +

Proton pump inhibitors

Phenytoin*

Quetiapine

Theophylline*

Tricyclic antidepressants* {(eg amitriptyline,
clomipramine, desipramine, imipramine,
maprotline and trimipramine)
Warfarin*

Potential serotonin syndrome when
combined with:;

Other serotonin-enhancing
antidepressants

Tramadol

Fentanyl

Buspirone

St John's Wort

Lithium

Ondansetren

Linezolid

Increased risk of bleeding
(particularly upper Gl bleed) with:
NSAIDs

Warfarin and other anticoagulants
Antiplatelets




Fluoxetine, paroxetine
— potent inhibitor of
CYP 2D6

Aripiprazole

Atomoxetine

Carvedilol

Clozapine +

Donepezil

Galantamine

Metoprolol

Risperidone +

Tricyclic antidepressants* (eg amitriptyline,
clomipramine, desipramine, imipramine,
maprotline and trimipramine)

Sertraline

Clozapine+
Unlikely to cause other clinically significant
pharmacokinetic drug interactions

Citalopram,
escitalopram

Unlikely to cause clinically significant
pharmacokinetic drug interactions but contra-
indicated with other drugs which can prolong
QT interval.

QOther pharmacodynamic interactions
to consider:

Other drugs which can also cause
sexual dysfunction (antipsychotics),
Gl effects (acetylcholinesterase
inhibitors) or hyponatraemia
(thiazide diuretics).

*Avoid — high risk combination either due to the clinical significance or the potential toxicity of the affected drug
+ Use with caution — monitor the combination closely for any adverse effects




Table 1. Summary of drug-drug interaction between psychotropics and pharmacological treatments used for COVID-19

Chloroquine/
hydroxychloroquine

Psychotropic Medication Lopinavir/Ritonavir

Implicats

T risk for serotonin
syndrome and hypo-
glycemiz

Caution in patients
with diabetes

g T Ritonavir via L = X
Fluoxetine CYP2DE =nd CYE3AL Risk of hypoglycemia

T Sertraline via . )

CYP3AL Risk of hypoglycemi=
Cardiac monitor-

Citalopram T™Qic ing especizlly in
high-risk patients

Cardiac monitor-
Escitalopram TqQic ing especizlly in
high-risk patients

1 Paroxetine via
Paroxetine CYP2DE and protein Risk of hypoglycemis
binding displacement

c T Ritonavir via . .
Fluvoxamines CYP3AL Risk of hypoglycemia
Cardiac monitor-

Antidepressants T™Qic ing especially in
high-risk patients

dose reduction
IS NOT NeCessary,
monitor TCA side
effects

T TCAs via CYP2DS TQic

5 3 Caution in patients
Risk of hypoglycemia with disbetes

= = .




Bupropion

Trazodone

Mirtazapine

Vortioxetine

Vilazodone

Valproic acid

Mood stabilizers Lamotrigine

Carbamazepine

Lithium

1 Bupropion via
CYP2B6

T Trazodone via
CYP3A4

T Mirtazapine via
CYP3A4

T Vortioxetine via
CYP2D6E

T Vilazodone via
CYP3A4

1 Valproate
T Lopinawvir

1l Lam via UGTs

1 Lopinavir

Risk of hypoglycemia

Caution in patients
with diabetes

Monitor clinical
effectiveness of
bupropion

Cardiac monitor-
ing especially in
high-risk patients
Sedation may also
occur

Use the lowest
efficient dose

Mot clinically
significant
Dose reduction
by 50% or using

and alternative is
suggested

Monitor for lopi-
navir toxicity and
virologic response

A dose increase is
recommended

T Chloroquine




| TdP Risk

| Cifaloprim ‘ Escifaloprm ] Fluonefine
Conditignal

Enown Enown

Fluvoxamine
Canditional

Paroxeline

Conditional

Seriraline

Conditional

."'inihmmy{:m

K niwn

L

="

=

Ataranawir

Anakn.ra

Conditional

| Mot included

S

= 4=

e

Baricitiuh
Banlamvmmaly

Mot ineluded

| Mot included

L
-

1

Chlerogquine

Canakinumab

Enoam

Mot included

ol e e

IIIII

Casirivirnah,| mdevimab |

Dexamethasone

Enoxgparin

Mot g hpded
Mot Claszificd

| Mot ingluded

Favipiravir
Hydrocorhzoue

kot ineluded

| Mot included
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Hvdroxwehlotoquine | Know +
vermectin Wot Classified 3 - = - o -

Trieferin heta Nt Clagaifed 4
| Lopinavir/Ritanavir L Posgible
Nitazeanide | Not fncluded
Remdesivie ' Mot included
Ruxolilb | Not Classified
Ribavirin " Not Clasgified
* Surihumab | Nat includee

Tocilizumab Kot includad




Risk Rating: Zone Red: Extremely signilicant intersction. These drugs should not be co-administered; Zone Orange: Polential interaction wlich may require 2 dose adjustoent
o close monitoning; Zone Yellow: Polential imbesaction lkely o be of weak intensity. Additional sctionjmonitonig of dossge sdustment mbikely o be reguired, Zone Green:

Mo clinically significant mteraction of des nol iequire Jiry Jclion.
Ty of mteraction: The heart symbol [ ¥ ): One of both drugs may cause QT prolongation aid/or [orsides des pointes [TdPL BCG nontonng is advised il co-adimmistered; 1]
Potential incresed/decressed exposure of S5RE; « « No significant effect on drug serum levels

TP Rk Risk Categories for Drugs Chat proborg OT ind TdP: Knowi Risk of TdP {these drugs prolong the OT iterval aid are chearly sssociated with 1 known risk of TdP, sven
when Liken 5 recomiended); Possible Bk of TdP (these diugs can cause QT prolongation but currently Lick evidence lor sk of TdP when Liken 8 recommended];

Conditional Risk of TdP (these drugs are sssociated with TdP but only under certain conditions of their wse (eg excesave dose, in patients with conditions such a3
Dypokalenia, of when Laken with interacting drugs) of by creating conditions that Lacalitate of induce TdP{e2. by inhilating metabolism of QT-prolomgig drgs o by causing

i electrotyte disturbance that induce TdPY;, Not clussified {tais drug las been reviewsd but e evidence avarlable ot s time did not resallin @ decision o it (o be placed in
oty of Lhe Bt (T rask categories. This is ool i indacation Usat this drug is free of 2 sk of OT probongation of Worsades de pointes since it iy nal e been adequately 1ested

for Dhese risks in patients) accordung 1o CredibleMeds®,
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PubMed
Hits*

583

Receptor

Pharmacological studies on
depression

Antagonists have
antidepressant-like effects
and potentiate the effects of
DoR|g1Ee

Agonists have
antidepressant-like effects™

Antagonists have
antidepressant-like effects;
agonists have pro-depressive
effects™#

Antagonist has
antidepressant-like effects'

Genetic effects on
depression

No known effect of 5—HT2A
KO on depressive-like
hehavior’=®

Required for behavioral
effects of S5R|[s %™

No known effect of 5-HT,
KO on depressive-like
behavior

C

5-HT, required for
exercise-induced
antidepressant effects; KO
has antidepressant-like
phenotype -

Other behavioral
phenotypes

Agonists are hallucinogenic,
antagonists are
antipsychotic and anxiolytic;
KO mouse has reduced
anxiety-like behavior#-1#7

KO mouse shows increased
iImpulsivity™

Antagonists have anxiolytic
effects; agonists decrease
impulsivity and motivation for
drug and food consumption;
KO mouse has reduced
anxiety-like behavior#-14

Antagonists are anxiolytic'




Agonists have rapid KO has attenuated Agonists are anxiolytic;

antidepressant-like responses to stress’™ agonists improve cognitive

effects’™™ performance and reduce
feeding ™™

Unknown Unknown KO mice display increased
exploratory behavior'™

Agonists produce Unknown Antagonists enhance
antidepressant-like effects coghitive performance;

and antagonists block the blockade of signaling is
sffects of S5RIs™>™ anxiogsnic’-">

Antagonists have KOs have an Antagonists have
antidepressant-like effects™  antidepressant-like pro-cognitive effects™
phenotype'™

“Nurnber of PubMed hits based on the search terms including *depression” and the receptor as of August 25, 2016,

N.B. 5-HT1D, 1E, 1F, 3B, and 5B are not included in the chart owing to a lack of published research conceming the role of these
receptors in behavior,

b-HT, serotonin; KO, knockout; SSHI, selective serotonin reuptake inhibitor,







