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COVID-19 Infection {to
self or others)

Hospitalisation (to self
or others)

ITU admission (to self
or others)

Bereavement

Loss/change of
employment

Financial difficulties

Disruption to
education/exams

Shortage of essential
healthcare supplies

Social isolatian/separation

Restricled access to
supplies (e.g. food)
Increased carer
responsibility/burden
Relationship breakdown

Alcohol/drug related
coping mechanisms

Disruption to significant
future plans (e.g.
weddings, funeral)

Travel Restriction

Business/occupational
Restrictions

Self-isolation
Quarantine

Restrictions of mass
gathering (inc funerals)

Direct Impact

I Indirect Impact

:

!

Psychosocial Stressor/Traumatic Event

Government Policy
(related to COVID-19)
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Fig. 2. The possible effeces of SARS-CoV-2
infection (indicated in red, dashed lines) on the
normal stress-inflammation cascade (indicated
in black, solid lines).

SARS-CoV-2 binding to ACE-2R: decreases
ACE-2R availability, leading to a decrease in the
downstream mechanizm of CRH and decreased
glucocorticoid production. Less glucocorticoids
are available to limit excessive inflammation
and prevent an overactive stress response,
creating a perpetuating stress response. This
reverberating loop iz further provoked by
environmental conditions and co-morbid psy-
chiatric conditions (for detailed discussion please
refer to the text). Abbreviations: ACE-2R; angio-
tensin converting ensyme-2-receptor; ACTH, adre-
nocorticoropic  hormone; CRH, corticotrophin
releasing hormone; SARS-CoV-2, severe acute res-
piratory syndrome coronavirus.
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COVID-19: a multiple organ disease UIs) NM

Brain

Thrombotic events
Ischemic/hemorrhagic stroke
Meningoencephalitis
Neurotropism?
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Pulmonary embolism
Microthrombosis Acute kidney injury
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Adverse drug reactions Gut

Viral liver injury \
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Increased AST/ALT \ Il Diarrhea

Gut dysbiosis
| | Endothelial inflammation
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HCLQ cLQ AZT LPW/r RDV FAN TCZ BAR ANK
TdP Risk Known Known Konown Possible Not Mot Mot Not Mot
included | included | included | included included
Amisulpride Conditional vy vy vy wv
Aripiprazole Possible v hhd vy bl l
Asenapine Possible v ve | ww | v
Brexpiprazole Mot classified T * * L
Cariprazine Mot classified 1 - = LA
Chlorpromazine Fomown oA
Clozapine Possible & §o
Haloperidol Known
Levomepromacine Known
Lurasidone Possible * * Lo
Olanzapine Conditional
Paliperidone Possible
Quetiapine Conditional oA l
Risperidone Conditonal
Ziprasidone Conditonal
Zuclopentixol Possible

HCLQ hydroxychlorogquine, CLQO chlorogquine, AZT azithromycin, LPV/r: lopinavir/ritonavir, ROV remdesivir, FA V favipiravir, 7CZ tocilizumab, BAR
baricinitib, ANK anakinra

TdP Risk: Risk Categories for Drugs that prolong QT and induces Torsade de Pointes (TdP): Known Risk of TdP (these drugs prolong the WT interval
and are clearly associated with a known risk of TdP, even when taken as recommended), Possible Risk of TdP (these drugs can cause QT prolongation
but currently lack evidence for risk of TdP when taken as recommended), Conditional Risk of TdP (these drugs are associated with TdP but only under
certain conditions of theiruse (e.g., excessive dose, in patients with conditions such as hypokalemia, or when taken with interacting drugs) or by creating
conditions that facilitate or induce TdP (e.g., by inhibiting metabolism of QT-prolonging drmgs or by causing an electrolyte disturbance that induce TdP),
Mot classified (this drug has been reviewed but the evidence available at this time did not result in a decision for it to be placed in any of the four QT risk
categories. This is not an indication that this drug is free of a risk of QT prolongation or Torsade de Pointes since it may not have been adequately tested
for these risks in patients) according to CredibleMeds®

Risk Rating: Zone Red: Not recommended, Zone Orange: Potential interaction which may require a dose adjustment, close monitoring, choosing
alternative agents in 2 or more database, Zone Yellow: Potential interaction likely to be of weak intensity. Additional action/monitoring or dose
adjustment unlikely to be required in 2 or more database, Zone Green: Little to no evidence of clinically significant interaction expected in 2 or more
database

4The most conservative approach. There is not enough information to assign the antipsychotic to any of the previous categories. This recommendation to
be taken with caution: (*) Only classified in one database but in this category

Type of interaction: ¥¥ QT-Prolonging agents in 2 or more database, . @1 Pr3iiiiping agents in 1 database; 1/ Potential increased/decreased exposure
of APs: 7" Potential increased exposure of COVID-19 treatment; § Hematological risk



Table 3

Drrug-drug interaction between antipsychotics and lopinavir/ritonavir

urnlikely to be
required in 2 or
more database

Metabolized by CYP2D6 and
CYP3A4

Risk Rating Antipsychotics Metabolism H?STH
Metabolized by CYP3A4
2 or more gﬂtiﬁse (major) and CYP1A2 (minor) | 1 | Y7
contrandics Metabolized by CYP3A4 T o
Mot Metabolized by UGTZ2BTY, vy
recommended 1 atab CYP3A4, 2D6 T
atabase Metabolized by CYP2D6
contraindicated - (1} T v
Products containing alcohol
Metabolized by CYP3A4 T vy
Amisulpride No CYP Interaction vy
Aripiprazole 1 vy
, Brexpiprazole . ) )
inmrzg:;?'lhﬂhi‘::h Chiomp = Metabolized by CYP2D6, 3A4 : v
may require a dose Zuclopenthixol M bolized by UGT1A4 1 vy
adjustment, close Asenapine C‘?ELE.I.‘?I:EE v 174, l v
monitoring,
choosing Cariprazine Metabolized by CYP3A4 T e’
alternative agents Metabolized by CYP1A2, 3A4,
in 2 or more Clozapine 2D6 T ww
database Risk hematological toxicity
Racmmm_mad P-glycoprotein/ ABCE1
with caution Substrate
Feliaiiais Metabolized by CYP2D6 and | | | "
CYP3A4 (minimal)
Polential ol . Metabolized by UGT1A4, A
interaction likely to anzapine CYP1A2 -
be of weak
intensity. Additional .
action/monitoring ;—gt:y:m[[}mtem.fhﬂﬂﬁ‘l
or dose adjustment Risperidone ubstrate ] w

Recommended

Little to no
envidence of
clinically significant
interaction
expected in 2 or
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Anxiolytics/Hypnotics/Sedatives

ATV LPVIr RDV FAVI cLQ HCLQ RBV TCZ

Alprazolam ) T o o o o PEN VAN o
Bromazepam T T o o © o o © =S
Buspirone ) T © © o o o o o
Chlordiazepoxide ) 1) © © o © o o ©
Clobazam T ) o © o o o o o
Clorazepate T T © xS o o o © o
Diazepam ) T © o o o o o o
Estazolam ) T © © © o o © ©
Flunitrazepam ) T © © o © o o o
Flurazepam ) 1 © © © © o © ©
Hydroxyzine Te Te © © o o © o <
Lorazepam © I < IR < “ < i
Lormetazepam < < <» L < » i < » > <
Midazolam (oral) Tt Tt o © o P o P o
Midazolam (parenteral) ) ) © © o © o o o
Oxazepam © © © <> <> © <> i ©
Temazepam > © © © © © © © ©
Triazolam _ “r i <» “r “r © ©
Zaleplon ) 1 o o o o o o ©
Zolpidem ) 1 o o © o o © o
Zopiclone ) 1 © o o o o o ©
Text Legend

T Potential increased exposure of the comedication v One or both drugs may cause QT and/or PR prolongation.

4 Potential decreased exposure of the comedication ECG monitoring is advised if coadministered.

I Potential increased exposure of COVID drug

U Potential decreased exposure of COVID drug Dr. Parisa Rajabilumbers refer to increase or decrease in AUC as observed in

;

» No significant effect drug-drug interaction studies.
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:SSRI

(Citalopram, Escitalopram QT)
(FDA-approved: Sertraline, Paroxetine)
Atypical Antipsychotics °

prazosin ®
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Antidepressants

RDV

RBV

TCZ

Agomelatine < + o o = — — = [
Amitriptyline o Tw o o Tw Te > o PEN
Bupropion o 1 57% © o o © o o o
Citalopram Te Te © © o o > © o
Clomipramine Tw Tw © © o o o o o
Desipramine o T 5%w © © Te Te > > o
Doxepin > T s o o TS TES o VAN
Duloxetine o ™ o © 1 T o © o
Escitalopram Te Te © © o o o © o
Fluoxetine © T © © T T TR © o
Fluvoxamine © T © © 1) ) > © o
Imipramine Te Tv © © o o © o PN
Lithium oV oV o i v oY > < >
Maprotiline o Te o © Te Te “ © o
Mianserin T T o © T T © © VRN
Milnacipran © > © > > > > >
Mirtazapine 1) T © © 1) 1) o © o
Nefazodone ™ T - P o PR PEY PN PN
Nortriptyline oV Te > > Te Te < < —
Paroxetine ™2 ™7 o © 0 T PR PN o
Phenelzine > — > “r > LS ‘> ‘o R
Reboxetine T T PN © o o o o o
Sertraline T J > “r > “—r > > >
St John's wort o o <
Tranylcypromine T 1) r “r <> < < “» <
Trazodone Te Tw o PEN o o o PEN o
Trimipramine © T o © ) ) © © o
Venlafaxine T i) © o i) 1) o © o
Vortioxetine © T o © T T “ © ©




Anti-hypertensives - Other agents
ATV

RDV FAVI cLQ HCLQ RBV TCZ

Aliskiren
Clonidine

Digoxin

Dopamine

Doxazosin
Eplerenone
Hydralazine
Isosorbide dinitrate
lvabradine

Labetalol

Lacidipine
Lercanidipine
Methyldopa
Moxonidine

Prazosin

Ranolazine

Sacubitril

Sodium nitroprusside
Spironolactone
Terazosin
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