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Dear Editor,
I read with great interest the study by Del Ser et al. [1] 

that explored the risk factors for severe COVID-19 in old-
er people. Regarding the APOE ε4 allele, some queries 
were previously presented [2]. I want to discuss the risk 
of smoking and disease severity with special reference to 
statistical validity.

The authors described that more intense smoking was 
significantly associated with severe COVID-19 symp-
toms by applying linear regression analysis with the Pois-
son distribution. The age- and sex-adjusted odds ratio 
(95% confidence interval) of smoking intensity for sever-
ity of COVID-19 symptoms was 0.95 (0.91–0.99). I accept 
that the mean value of the smoking severity index was 
about 2-fold higher in the moderate/severe group than in 
the mild group; however, the multivariate statistical re-
sults presented an inverse relationship between smoking 
intensity and severity of COVID-19 symptoms.

Regarding smoking, COVID-19 infection, and disease 
progression, Simons et al. [3] conducted a meta-analysis 
by overviewing past epidemiological studies. Compared 
with never smokers, current smokers presented a reduced 
risk of COVID-19 infection, presenting a relative risk 
(95% confidence interval) of 0.74 (0.58–0.93). In contrast, 
the risk of hospitalization, disease severity, and mortality 
of COVID-19 in current smokers did not reach levels of 
significance.

A previous meta-analysis found that the risks of hos-
pitalization, severe disease, and mortality of COVID-19 

in former smokers might be significantly high [3]. The 
risk of disease progression in current smokers should be 
specified by further studies.
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