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Letter to the Editor 

Silent cognitive frailty at the interplay between delirium and COVID-19 

Dear Editor, 

We read with great interest the article by Banerjee and collaborators 
(Banerjee and Viswanath, 2020) providing a complete overview of 
neuropsychiatric manifestations of coronavirus disease 2019 
(COVID-19) as well as pathogenic mechanisms. We would like to 
congratulate the authors for their interesting and complete review, and 
we would like to add some important points from a combination of 
geriatric and psychiatric points of view. 

Delirium is a common geriatric syndrome defined as an abrupt 
change in the brain resulting from a homeostatic failure and charac
terized by inattention and acute cognitive dysfunction. It is has been 
demonstrated that delirium can be considered as the signature of the 
presentation of many diseases, particularly in frail and older persons, 
and it has been recognized as an independent risk factor for mortality 
(Kiely et al., 2009). From this perspective, delirium can be considered 
less a specifically as “brain” disorder, but a whole body organism failure 
(Martins and Fernandes, 2012). This point of view accommodates that 
delirium represents the balance between the fitness and frailty (defined 
as a status of high vulnerability to stress) of the person in whom it oc
curs. Thus, delirium is strongly related to the degree of the insult and 
substrate: a heavy insult is necessary to cause delirium in a very fit 
person, while a much light insult may cause delirium in a very frail 
person. In this context, homeostasis plays an important role and requires 
a coordinated response of physiological systems to correct any pertur
bation that disturbs the normal condition. The decline in such equilib
rium or adaptive homeostasis, as happens during aging, may link 
COVID-19 to higher delirium susceptibility (Martins and Fernandes, 
2012). 

However, delirium is a frequent manifestation of COVID-19 affecting 
not only older (over 75 years old) but also adults and young old (55–75 
years) persons (Helms et al., 2020). This could simply suggest a direct 
brain involvement rather than the worsening effect of a pre-existing 
condition of frailty. Many are the studies (as reported by authors) 
turning in such a direction, addressing the invasion of Severe Acute 
Respiratory Syndrome coronavirus-2 (SARS-CoV-2) in the central ner
vous system (CNS) and trying to discover the potential underlying 
neurotropic mechanisms used by such a virus. However, considering 
that persons experiencing the worst manifestation of COVID-19 are 
mainly those affected by type 2 diabetes, cardiovascular disorders and 
other comorbidities, delirium onset can be simply related to a misun
derstood cognitive frailty, even in younger persons. However, auto
nomic dysfunction, by an anticholinergic effect, may also have an 
important role during COVID-19. Alterations in autonomic nervous 
system (ANS) activity in a condition of silent cognitive frailty may boost 
delirium during COVID-19. In fact, several cytokines upregulated in 
COVID-19 are strong activators of the 
hypothalamic-pituitary-adrenocortical (HPA) axis that by the activation 

of the autonomic nervous system leads to the release of norepinephrine 
and glucocorticoids (Coperchini et al., 2020), precipitant factors for the 
development of delirium. Indeed, in these patients the complex combi
nation of hypoxemia, inflammation, sympathetic hyperactivity stress 
related, pain and anticholinergic drugs use, may further promote an 
autonomic unbalance leading to agitation, sedation or confusion. Such a 
hypothesis needs further attention and investigation considering that an 
early identification of subject at risk is essential for the management and 
recovery during COVID-19. 
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