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Letters to the Editor

Drug Interactions Between Psychotropic Medications and 
Treatment of Mpox (tecovirimat and cidofovir)

Letter to the Editor: Mpox is a 
zoonotic viral disease similar to 
smallpox that is transmitted through 
close contact with an infected person, 
animal, or object contaminated with 
the virus.1,2 It occurs primarily in 
tropical regions of central and West 
Africa. However, since May 2022, 
cases of Mpox have been reported 
from regions where the disease is 
not endemic. Confirmed cases with 
travel history in Europe and North 
America were reported. In addition, 
Mpox cases and clusters have been 
reported concurrently in non-endemic 
and endemic countries spanning a 
wide geographic area.3 At the time 
of this writing, since September 23, 
2022, there have been 65,415 total 
cases and 26 deaths worldwide due 
to the recent global outbreak.4,5 

Although Mpox is usually self-
limited, with symptoms lasting 
2–4 weeks, a study suggested that 
13% of patients diagnosed with 
Mpox required hospitalization.3,4 
Tecovirimat, an antiviral that works 
by inhibiting p37 (a protein involved 
in the release of the enveloped virus, 
dissemination, and virulence) that has 
been approved by the US Food and 
Drug Administration (FDA) to treat 
smallpox, has been shown to have 
activity against Mpox in vitro and 
has a favorable clinical safety profile 
in healthy volunteers.6,7 Cidofovir 
is another antiviral medication 
that has been shown to be effective 
against orthopoxviruses in vitro 
and animal studies.8 Sufficient 
data are unavailable on the safety 
and effectiveness of tecovirimat or 
cidofovir in treating people with Mpox. 
The FDA has approved tecovirimat  
for Mpox in emergencies for people 
who meet specific critiera. Under the 
expanded access of investigational 
new drug (EA-IND) protocol, it has 
been made available for prescription 
in patients with Mpox who have or 
are at high risk of severe disease.7,9

Clinically significant side effects 
of tecovirimat have been reported 
in < 2% of subjects exposed to the 
medication.7,8 Psychiatric side effects 
of tecovirimat include depression, 
dysphoria, irritability, and panic 
attack. Given the high incidence 
and spread of Mpox, it is crucial to 
discuss the psychopharmacologic 
interactions of experimental drugs 
in the treatment of widespread 
Mpox: (1) tecovirimat and (2) 
cidofovir. This report reviews 
tecovirimat and cidofovir’s 
pharmacologic interactions 
with psychotropic medications/
antidepressants, antipsychotics, 
mood stabilizers, and sedatives.7,9,10

Antidepressants
Tecovirimat undergoes 

hydrolysis by UGT1A1 and 1A4 
enzymes. Additionally, it can act 
as a cytochrome P450 (CYP) 2C19 
inhibitor. When coadministered 
with citalopram, there could be 
QTc prolongation due to a decrease 
in the metabolism of citalopram 
by CYP2C19.11 Similarly, when 
coadministered with escitalopram, 
sertraline, or fluoxetine, levels of 
the drug may increase, leading to 
increased side effects.12 Cidofovir has 
been known to cause nephrotoxicity 
and could impair the metabolism 
of renally excreted drugs.13 When 
administered with antidepressants, 
fluvoxamine, venlafaxine, 
duloxetine, and bupropion, drug 
concentrations may increase, 
leading to increased toxicity.13 There 
are no known drug interactions 
with any other antidepressants.

Antipsychotics
Tecovirimat is mainly metabolized 

by hydrolysis and glucuronidation 
by UGT1A1 and UGT1A4. The 
hepatic route and biotransformation 
metabolize most antipsychotics. 
Most of the atypical antipsychotics 

are metabolized by the CYP substrate 
system. Clozapine and olanzapine are 
metabolized by the CYPA12 pathway, 
risperidone mainly by the CYP2D6, 
and quetiapine and ziprasidone 
mainly by the CYP3A4 pathways. 
There are no known interactions 
between the novel drug tecovirimat, 
which is widely used for Mpox, and 
the typical or atypical antipsychotic 
medications.14 Since this drug is still 
in the experimental stage, there is a 
need for more data to find conclusive 
evidence regarding the same.

Mood Stabilizers
Mood stabilizers are some of the 

most used psychiatric drugs, and 
it is essential to understand their 
interactions. They are administered 
orally and undergo hydrolysis 
mediated by UGT1A1 and UGT1A4, 
and none of their metabolites are 
active.15 Lithium is the most utilized 
mood stabilizer and is relatively 
safe to be used with tecovirimat, as 
no interactions have been reported 
as of this writing. The metabolism 
of valproate can be reduced when 
given with tecovirimat, as valproate 
undergoes glucuronidation (UGTs 
1A6, 1A9, and 2B7) and CYP 
enzymes (CYP2C9 and CYP2C196) 
and tecovirimat interact with 
them.16 Carbamazepine is a CYP3A4 
inducer, and tecovirimat is a weak 
inhibitor of CYP2C8 and CYP2C9 
and a weak inducer of CYP3A4. 
Therefore, the metabolism of 
carbamazepine can be increased 
when used with tecovirimat.17 
Cidofovir may decrease the excretion 
rate of lithium, carbamazepine, 
and lamotrigine, which could result 
in a higher serum level and cause 
toxicity. Therefore, serum levels of 
these anticonvulsants should be 
checked.18 Brincidofovir is a lipid 
conjugate prodrug of the acyclic 
nucleotide analog cidofovir, which 
the FDA also approves for treating 
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Mpox. Currently, no interaction 
with mood stabilizers is seen.18

Conclusion
Treatments for Mpox, namely 

tecovirimat and cidofovir, have 
documented interactions with 
psychotropic medications (Table 1). 
However, since the treatment of Mpox 
is in the early and experimental 
stages, observing and documenting 
the interactions of Mpox treatment 
medications with psychotropics 
is crucial. The data to date are 
insufficient to comment substantially 
on interactions of tecovirimat and 
cidofovir with common psychotropic 
medications: antidepressants, 
antipsychotics, and mood stabilizers.
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Table 1. 
Mpox Treatments and Their Potential Interactions With 
Psychotropic Medications
Psychotropic 
Medications

Mpox Treatment
Tecovirimat Cidofovir

Antidepressants Decreases metabolism of SSRIs; may cause 
QTc prolongation when coadministered 
with citalopram; coadministration with 
escitalopram, sertraline, or fluoxetine may 
lead to increased side effects of SSRIs

Increased toxicity in renally excreted 
antidepressants, fluvoxamine, venlafaxine, 
duloxetine, and bupropion

Antipsychotics No known drug interactions No known drug interactions

Mood stabilizers Lithium: no interactions have been reported 
at the time of this writing
The metabolism of valproate decreases with 
tecovirimat
Metabolism of carbamazepine may be 
increased when used with tecovirimat

Cidofovir may decrease the excretion rate 
of lithium, carbamazepine, and lamotrigine, 
which could result in a higher serum level 
and cause toxicity

Abbreviation: SSRI = selective serotonin reuptake inhibitor.
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