
Letter to the Editor 

Growing Evidence for Potential Use of Antidepressants for 
Long COVID 

To the Editor: Long COVID, the 
postacute sequelae of COVID-19, 
refers to a condition presenting with 
a wide range of cognitive, somatic, 
and behavioral symptoms. It 
continues to represent a health care 
crisis that afflicts approximately 
6.0% of the overall US adult 
population and results in significant 
activity limitation for 26.4% of these 
individuals.1 To date, no treatment 
has been approved for long COVID. 
The possibility of repurposing 
antidepressants as a potential 
treatment for long COVID2 first 
emerged following observations that 
antidepressants might reduce 
morbidity and mortality when 
administered during acute 
COVID.3–5 In a comprehensive 
review exploring the purported 
anti-inflammatory and antiviral 
activity demonstrated by various 
antidepressants, several discrete 
mechanisms—including decreased 
production of proinflammatory 
cytokines, agonism of the sigma-1 
receptor (an essential inhibitor of 
cytokine production and a mediator 
of viral replication), and disruption 
of the acid sphingomyelinase/ 
ceramide system—were all identified.2 

Given the increased elucidation of 
the pathophysiology underlying 
residual COVID phenomena, this 
pharmacodynamic activity may 
be particularly relevant amidst 
growing suspicion that persistent 
inflammation and ongoing viral 
replication may be present in long 
COVID. 

Biological and empirical data are 
gradually amassing that support the 
use of antidepressants, specifically 
the selective serotonin reuptake 
inhibitors (SSRIs), for long COVID. 
Several studies have noted 
attenuation of some long COVID 
symptoms, particularly fatigue, brain 

fog, and post-COVID dysphoria,6–8 

with the SSRIs. More recently, 
Wong and colleagues9 performed a 
metabolomics investigation 
intended to identify metabolic 
signatures associated with long 
COVID and identified a set of 
molecules whose levels were 
depleted in both acute and postacute 
COVID-19, the most significant of 
which was serotonin. Integrating 
data from a combination of human 
cohort studies, animal models of 
viral infection, and organoid 
cultures, they determined that 
the presence of viral RNA and 
downstream interferon responses 
resulted in a decrease in serotonin. 
Furthermore, these investigators 
found that in the postacute state of 
infection, serotonin levels were 
predictive of whether a patient fully 
recovered from COVID-19 or would 
go on to manifest long-term sequelae, 
prompting them to call for greater 
assessment of targeting serotonin 
signaling for the prevention and 
treatment of symptoms associated 
with long COVID.9 

Pending identification and 
approval of novel compounds that 
may improve outcome in residual 
COVID-19, an alternate and parallel 
strategy is to repurpose or reposition 
drugs that have been approved for 
other conditions and subsequently 
assess their safety and efficacy when 
applied to COVID-19.10 While there 
is clear consensus in the field that 
randomized controlled trials are 
needed to determine whether the 
SSRIs represent a realistic treatment 
option for long COVID, these 
antidepressants are well tolerated, 
widely available, and come with 
decades of experience in their clinical 
application for other disorders. 
Given the ongoing understanding of 
the pathophysiology of long COVID, 

results from limited SSRI studies 
that have been conducted to date, 
and the prevalence and functional 
limitations associated with long 
COVID, these antidepressants 
may represent an available 
therapeutic approach in helping 
to manage those struggling with 
this syndrome. Among the SSRIs, 
those with highest affinity for 
sigma-1 receptor agonism— 
primarily, fluvoxamine, fluoxetine, 
escitalopram, and citalopram—may 
be of greatest benefit.11 As noted 
above, preliminary data suggest that 
certain long COVID symptoms (eg, 
fatigue, brain fog, and post-COVID 
dysphoria6–8) may be most responsive 
to SSRIs, although more research 
is needed to better characterize 
specific response rates. We encourage 
practitioners to actively assess the 
symptom profile of individuals 
presenting with long COVID to 
determine if an empirical trial of 
an SSRI antidepressant is 
appropriate. 

References 
1. Ford ND, Slaughter D, Edwards D, et al. Long 

COVID and significant activity limitation among 
adults, by age—United States, June 1–13, 2022, to 
June 7–19, 2023. MMWR Morb Mortal Wkly Rep. 
2023;72:866–870. Centers for Disease Control and 
Prevention. Accessed December 6, 2023. https:// 
www.cdc.gov/mmwr/volumes/72/wr/mm7232a3. 
htm?s_cid=mm7232a3_w 

2. Rivas-Vázquez R, Carrazana EJ, Blais MA, et al. 
Long COVID: is there a role for antidepressants? 
Neurol Curr Res. 2022;2(3):1019. 

3. Lenze EJ, Mattar C, Zorumski CF, et al. 
Fluvoxamine vs placebo and clinical deterioration in 
outpatients with symptomatic COVID-19. JAMA. 
2020;324:2292–2300. 

4. Hoertel N, Sánchez-Rico M, Vernet R, et al. 
Association between antidepressant use and 
reduced risk of intubation or death in hospitalized 
patients with COVID-19: results from an 
observational study. Mol Psychiatry. 2021;26: 
5199–5212. 

5. Reis G, Dos Santos Moreira-Silva EA, Silva DCM, 
et al. Effect of early treatment with fluvoxamine on 
risk of emergency care and hospitalization among 
patients with COVID-19: the TOGETHER 
randomized, platform clinical trial. Lancet Glob 
Health. 2022;10(1 ):e42–e51. 

Prim Care Companion CNS Disord 2024;26(3):23lr03690 | Psychiatrist.com 1 

Posting of this PDF is not permitted. | For reprints or permissions, contact 
permissions@psychiatrist.com. | © 2024 Physicians Postgraduate Press, Inc. 

https://www.cdc.gov/mmwr/volumes/72/wr/mm7232a3.htm?s_cid=mm7232a3_w
https://www.cdc.gov/mmwr/volumes/72/wr/mm7232a3.htm?s_cid=mm7232a3_w
https://www.cdc.gov/mmwr/volumes/72/wr/mm7232a3.htm?s_cid=mm7232a3_w
https://www.psychiatrist.com/pcc
https://www.psychiatrist.com/pcc
https://www.psychiatrist.com
mailto:permissions@psychiatrist.com


6. Mazza MG, Zanardi R, Palladini M, et al. Rapid 
response to selective serotonin reuptake inhibitors 
in post-COVID depression. Eur 
Neuropsychopharmacol. 2022;54:1–6. 

7. Farahani RH, Ajam A, Naeini AR. Effect of 
fluvoxamine on preventing neuropsychiatric 
symptoms of post COVID syndrome in mild to 
moderate patients, a randomized placebo- 
controlled double-blind clinical trial. BMC Infect Dis. 
2023;23:197. 

8. Rus CP, de Vries BEK, de Vries IEJ, et al. Treatment 
of 95 post-Covid patients with SSRIs. Sci Rep. 2023; 
13:18599. 

9. Wong CK, Lam CWK, Wu AKL, et al. Autoantibodies 
in patients with long COVID. Cell. 2023;186: 
4851–4867. 

10. Nykamp MJ, Zorumski CF, Reiersen AM, et al. 
Opportunities for drug repurposing of serotonin 
reuptake inhibitors: potential uses in inflammation, 
infection, cancer, neuroprotection, and 
Alzheimer’s disease prevention. 
Pharmacopsychiatry. 2022;55(1 ):24–29. 

11. Hashimoto K. Overview of the potential use of 
fluvoxamine for COVID-19 and long COVID. Discov 
Ment Health. 2023;3(1 ):9. 

Rafael A. Rivas-Vazquez, PsyD 
Enrique J. Carrazana, MD 

Emma V. Rivas-Vazquez, BS 
Alan Quintana, BA 

Scan Now 

Cite and Share 
this article at 

Psychiatrist.com 

Article Information 
Published Online: May 16, 2024. 
https://doi.org/10.4088/PCC.23lr03690 
© 2024 Physicians Postgraduate Press, Inc. 
Prim Care Companion CNS Disord 2024;26(3): 
23lr03690 
Submitted: December 22, 2023; accepted February 9, 
2024. 

To Cite: Rivas-Vazquez RA, Carrazana EJ, 
Rivas-Vazquez EV, et al. Growing evidence for 
potential use of antidepressants for long COVID. 
Prim Care Companion CNS Disord. 2024;26(3): 
23lr03690. 
Author Affiliations: First Choice Neurology, Miami, 
Florida (RA Rivas-Vazquez, EV Rivas-Vazquez, Quintana); 
University of Hawaii, John A. Burns School of Medicine, 
Honolulu, Hawaii (Carrazana). 

Corresponding Author: Rafael A. Rivas-Vazquez, PsyD, 
First Choice Neurology, 8940 North Kendall Dr, Ste 
802-E, Miami, FL 33176 (rrvazquez@fcneurology.net). 
Relevant Financial Relationships: None. 
Funding/Support: None. 

Posting of this PDF is not permitted. | For reprints or permissions, contact 
permissions@psychiatrist.com. | © 2024 Physicians Postgraduate Press, Inc. 

2 Prim Care Companion CNS Disord 2024;26(3):23lr03690 | Psychiatrist.com 

Rivas-Vazquez et al 

https://www.psychiatrist.com
https://doi.org/10.4088/PCC.23lr03690
https://www.psychiatrist.com/pcc
https://www.psychiatrist.com/pcc
mailto:rrvazquez@fcneurology.net
mailto:permissions@psychiatrist.com
https://www.psychiatrist.com/pcc
https://www.psychiatrist.com

	Growing Evidence for Potential Use of Antidepressants for Long COVID
	References


