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Letter to the Editor 

Letter on: “Lower risk of SARS-CoV2 infection in individuals with severe mental disorders on 
antipsychotic treatment: A retrospective epidemiological study in a representative 
Spanish population” 

We read with interest the article by Canal-Rivero et al. (2021) that 
investigated the association between the use of antipsychotics and 
SARS-CoV-2 infection. The authors found that patients with severe 
mental disorders on antipsychotics have significant lower risk of SARS- 
CoV-2 infection compared to the general population. Also, they found 
that patients on antipsychotics have lower risk for COVID-19 related 
hospitalization, Intensive Care Unit (ICU) admission and deaths. 
Because their findings are important to current practice and may guide 
future studies, several concerns deserve attention. 

First of all, the absence of data about the comparison group is 
worrisome. Since the comparison group may have several factors that 
may predispose them to SARS-CoV-2 infection for example several 
studies showed that obesity increased the risk of SARS-CoV-2 infection 
which may explain why the comparison group had higher rates of 
infection (Roca-Fernández et al., 2021). Similarly, the comparison 
population may have several comorbidities like diabetes, cardiovascular 
diseases and chronic kidney diseases that can render them susceptible to 
severe and fatal COVID-19 as these comorbidities have been linked to 
adverse outcomes among COVID-19 patients (Fresán et al., 2021). Also, 
the use of concomitant medications is another concern as several med
ications have been associated with better COVID-19 outcomes like 
metformin and statins and the use of these drugs maybe was higher 
among the mental disorders group. Without the aforementioned data 
about the comparison group and the use of regression models, the 
confounding bias can be of a major concern. 

Second, the literature supports the evidence that patients with 
mental disorders had higher risk of COVID-19 infection by around 10 
folds for schizophrenia patients and 7 folds for bipolar disorders patients 
(Wang et al., 2021) as patients with mental disorders tend to neglect 
protecting themselves and delaying the seek for medical attention. In 
regards the COVID-19 outcomes among patients with mental disorders, 
the literature is more consistent as a recently published meta-analysis 
showed that patients with mental disorders had higher odds for ICU 
admission, mechanical ventilation and death compared to normal pop
ulation even after adjusting for the most important comorbidities and 
medications (Toubasi et al., 2021). Likewise, a new preprint article 
showed that the risk of dying from COVID-19 among patients with 
mental disorders was higher compared to dying due to other causes 
(Kirov and Baker, 2021). Furthermore, studies showed that patients with 
severe mental disorders like schizophrenia had higher risk of COVID-19 
mortality compared to milder mental disorders like mood disorders 
(Nemani et al., 2021; Toubasi et al., 2021). Moreover, some studies 
showed that patients with severe mental disorders may have lower rates 
of admission not due to the milder course of COVID-19 but due to the 
characteristics of those patients for example they may have more social 

isolation, less autonomy and tend more to ask for do not resuscitate 
order (Ruijs et al., 2011) as these are very important factors in the 
literature that is associated with the decision to admit or refuse patients 
to the ICU. 

Lastly, the article did not provide any information about the types of 
antipsychotics that were used as different drugs cause different effects 
for example some mental disorders medications showed to adversely 
interact with and decrease the efficacy of COVID-19 treatment medi
cations (Mohebbi et al., 2020). In comparison fluvoxamine showed 
promising preliminary results in the treatment of COVID-19 patients in 
randomized clinical trials (Lenze et al., 2020). 

In conclusion, the results of this article must be interpreted 
cautiously as several adjusted retrospective cohort studies contradict its 
results. In the future, well controlled prospective studies are needed to 
explore the association between antipsychotics use and the development 
of COVID-19 and its related outcomes. 
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