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COVID-19 and fatigue: Where do we go from here? Response to Ortelli et al.  
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Dear Editor, 

Ortelli et al. [6] presented an intriguing study regarding the neuro
psychological and neurophysical characteristics of post-COVID-19 fa
tigue. As members of the curation team for ‘The Neurology and 
Neuropsychiatry of COVID-19’ blog [2] we have a privileged broad 
overview of emerging research into the neuropsychiatric sequelae of 
SARS-CoV-2 infection. In the blog we aim to scrutinise and contextualise 
findings with regards to the global literature. 

The patients included by Ortelli et al. had each suffered profound 
neurological complications of SARS-CoV-2 infection such as stroke, en
cephalopathy, critical illness neuropathy / myopathy or Guillain-Barre 
syndrome. These neurological complications are relatively rare, but 
more likely to occur in the most severe cases of COVID-19 [1]. As 
alluded to by the authors, the 12 included patients were thus at the 
‘severe’ end of the COVID-19 disease-spectrum, with likely extended 
hospital stays and more intensive treatments than the average COVID-19 
patient. On discharge, all participants were admitted to a neuro
rehabilitation ward for fatigue, but their length of initial acute hospital 
stay and level of intervention e.g. intubation and mechanical ventila
tion, is not detailed. Information relating to the acute phase of illness 
would therefore help contextualise longer-term studies of this kind, 
including the generalisability of findings to the wider population. 
Furthermore, COVID-19 cases without such severe neurological com
plications but with ongoing fatigue, both in those hospitalised with se
vere initial COVID-19 and without, would be important groups to study 
with the same methodologies. 

It is possible that the fatigue comprehensively demonstrated in this 
study could at least in part be attributed to protracted hospitalisation 
[5]. Taboada et al. [8] identified length of hospitalisation as a predictor 
of greater impairment in functional fatigue status; highlighting further 
the relevance of reporting functional outcomes in fatigue research. Fa
tigue aside, prolonged hospitalisation may be linked to other neuro
psychiatric complications following acute COVD-19 infection. For 
example, length of ICU stay has been significantly correlated with severe 
encephalopathy [5]. 

Considering this, and whilst a control group of healthy individuals 
allows for rigorous comparisons to be made, it may be appropriate in 
future for controls, as suggested by the authors, to instead reflect the 
effects of prolonged hospitalisation on fatigue and other outcomes. We 

envisage COVID-19 patients compared against a control group of pa
tients hospitalised for conditions other than COVID-19 and matched not 
only for age and sex, but length of hospitalisation. Other authors 
compared post-SARS patients with matched fibromyalgia patients [4]. 
This approach may be relevant in light of the growing body of research 
drawing parallels between post-COVID neuropsychiatric illness and 
conditions also typified by fatigue, such as fibromyalgia and chronic 
fatigue syndrome (CFS) [3]. 

Ortelli et al. conducted a comprehensive battery of neuropsychiatric 
and neurophysiological testing. In addition to impairment measured by 
outcomes of this sort, it will be valuable in future to measure disability in 
terms of real-world outcomes. For example, the practical implications of 
reduced functional ability due to persistent fatigue following SARS-CoV- 
2 infection may manifest as significantly lower rates of employment at 
8–12 weeks following acute infection [9]. The inclusion of functional 
outcome data would significantly enhance the contextual implications 
of mechanistic data in future studies. 

Epidemiological studies and meta-analyses continue to be published 
which estimate the prevalence and persistence of symptoms such as 
fatigue in COVID-19 patients, both hospitalised and non-hospitalised 
[7]. We anticipate that further studies in larger samples, which 
describe a range of COVID-19 severity, include disease controls, and 
report functional outcomes, will improve our understanding of how 
SARS-CoV-2 causes persistent fatigue in a significant proportion of 
survivors to hopefully improve treatment of this often highly disabling 
and potentially chronic symptom. 
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