
56 Acta Medica Bulgarica, Vol. XLVIII, 2021, № 3 // Scientifi c review

INTRODUCTION

The global spread of SARS-CoV-2 has been so 
extensive that the WHO declared COVID-19 
a pandemic on March 11, 2020 [1]. The CO-

VID-19 pandemic has shaken humanity over the 
past two years and changed lifestyles and medical 
practices [2]. Numerous studies on the development 
of the infection, its possible complications and the 
variability of the SARS-COV-2 virus have enriched 

medical science [3]. The majority of studies have 
focused on the virus and the possibility of disease 
prevention, both as a sanitary measure and as an 
active immunization and it’s impact [4-6]. However, 
studies in a real therapeutic environment are rela-
tively limited, which has led to our interest in this 
research.  The aim of the present work is to sum-
marize the available data from observational studies 
performed in a real clinical setting of patients with 
active COVID-19 infection.
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METHODOLOGY

A systematic review of publications in the scientifi c 
medical literature was conducted during the period 
from the beginning of the infection to the end of 
June, 2021. The publications were identifi ed from the 
PubMed database with search keywords “COVID 19 
AND observational AND real-life”. PubMed’s data-
base was selected as the leading, specialized scien-
tifi c database for medical literature, which covers the 
largest number of indexed journals.

During the search, a total of 49 publications were 
identifi ed. 19 were excluded after analyzing the 
abstracts and the full texts of 30 publications were 
left (Figл 1). The reasons for exclusion were as fol-
lows: 7 publications addressed lifestyle issues dur-
ing a pandemic, 4 addressed the impact of sanitary 
protection measures, 8 addressed populations for 
which there was no evidence of COVID-19 infection. 
An additional two studies were excluded after evalu-
ation of the full text, as they were either ongoing and 
didn’t report fi nal results, or were only a protocol for 
a future study. All of the 28 publications included in 
this review are full-text, observational studies pub-
lished in English, conducted in a real clinical envi-
ronment and present data on patients, who have 
been infected with COVID-19.

RESULTS

The publications were systematized by author, number 
of patients, included in the study, methodology, results 
and conclusion of the authors (Table 1).  Out of the 28 
studies, 4 reviewed the possibility of a mother to infect 
her newborn during pregnancy or breastfeeding and 
found no risk to children. One study was related to chil-
dren and adolescents of all races and included also 
patients with multisystem infl ammatory syndrome in 
children (MIS-C) and comorbidities. The research con-
cluded that children, who met MIS-C criteria were more 
likely to be admitted to critical care, however the children 
and young people had less severe acute symptoms 
than adults. One publication evaluated the treatment of 
patients with respiratory failure with non-invasive me-
chanical ventilation with a nasal cannula (HFNC) after 
failure of CPAP or NIV and reported positive outcome, 
but in fact the method was time and resources consum-
ing. Three papers were dedicated to assessment of 
COVID-19 Standard of Care (SoC), in particular admin-
istration of hydroxychloroquine and doxycycline, favipi-
ravir and remdesivir. The most patients were managed 
adequately by SoC and discharged with negative PCR 
test. Another three articles reviewed a large cohort of 
hospitalized patients with COVID-19. The studies found 
higher mortality especially in men with chronic diseases 
and with increasing age. Similar study was conducted 

among patients in hospital, but includ-
ing comparison between outcome of 
patients who needed and who didn’t 
need intensive care unit (ICU). The 
mortality was higher in patients who 
were in the ICU. Hospitalized patients 
with COVID-19 and HIV infections 
were assessed and no higher mor-
tality was found. Several studies re-
viewed the treatment with NSAIDS, 
statins, ACEIs/ARBs and their posi-
tive impact to prevent complications 
of the COVID-19 infection. Publica-
tion related to evaluation of kinetics 
of the neutralizing antibody response 
showed that antibody protection de-
clined during the reviewed period 
of 94 days. Another publication as-
sessed HRQoL in patients with CO-
VID-19 pneumonia and concluded 
signifi cant improvement of HRQoL 
15 days after discharge. Quality of 
life (QoL) and frequency of exacer-
bations in patients with asthma were 
also investigated and no additional 
risk of developing the infection was 
reported. Fig. 1. PRISMA fl ow diagram for selection of studies [7]
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DISCUSSION

As far as we know, this is the fi rst systematic review 
of published, observational studies conducted in 
real conditions with patients with proven COVID-19 
infection. Our systematic review identifi ed a limited 
number of observational studies, despite our expec-
tations. This could be explained by the risk to physi-
cians and researchers conducting real-world studies 
in patients who are highly virulent. Another possible 
reason is that the attention of most researchers has 
been focused on the development of vaccines, as 
well as vaccination coverage. There are also limited 
studies on the long-term eff ects of COVID-19 and 
their treatment. Long-term eff ects of COVID-19, such 
as olfactory dysfunction, time to full recovery, etc., 
need to be further investigated.

One limitation of the current review is that the lit-
erature search was limited to only one database 
(PubMed) and articles appearing in journals, not in-
cluded in PubMed, or in languages other than Eng-
lish were not identifi ed. 

CONCLUSION

Observational studies of patients with COVID-19 in 
a real life are relatively limited, but provide valuable 
information on the risks of the disease in adults, chil-
dren and newborns, as well as the treatment of com-
plications of the infection.
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