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Introduction: The worldwide scientific community is forging ahead to characterize a wide range
of outcomes associated with SARS-CoV-2 infection; however, the underlying assumptions in these studies
have varied so widely that the resulting data are difficult to compare (Rando). Relatively little is
known about the clinical course of COVID-19 and return to baseline health for persons with milder,
outpatient illness (Mark W. Tenforde). Less is known about the clinical evolution of COVID-19 patients
after hospital discharge (Lledd). During literature review we come across to different definitions of
prolonged illness associated with SARS-CoV2 infection, which made it difficult to characterize and
compare COVID-19 cases by epidemiological and clinical patterns. Our study is an attempt to assess post-
COVID-19 frequency in the context of the case definitions.

Methods: Literature review was performed in PubMed Central, ScienceDirect and Willey Online
Library. Search key words included: post-Covid-19 and Long Covid-19, Acute and chronic post-COVID-
19. As for the study design we considered for inclusion clinical trials, observational longitudinal
comparative and non-comparative studies, cross-sectional and case series.

Results: The frequency of long COVID-19 widely varied by countries, patients’ population and
medical institutions even within the same countries due to differences in the case definitions. Post
COVID-19 condition occurs in many different sets of patients, such as those hospitalized with COVID-19
illness of varying severity, those who have not been hospitalized or those having recovered from a pauci-
or asymptomatic acute illness (WHO, Post COVID-19 condition: A webinar to expand our understanding
of this condition). The syndrome can take many forms, from post-intensive care unit syndrome! to
pulmonary fibrosis secondary to aggressive COVID-19 pneumonia. (McGroder CF). Substantial subset
patients continue to complain of persistent symptoms after several months. (Garrigues E), (Huang C),
(Fortini A), (Chopra V), (ONS), (S. K. Nalbandian A).
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Prolonged illness is well described in adults with severe COVID-19, especially among older adults
(Fortini A), (Grasselli G); (Guan W]). COVID-19 can result in prolonged illness, even among young adults
without underlying chronic medical condition. Among persons aged 18-34 years one in five had not
returned to their usual state of health (Mark W. Tenforde). According to WHO, around 10%-15% of
patients may present persistent symptoms after acute infection (WHO). (GCMSC) (Trisha Greenhalgh).
The Office of National Statistics (ONS) estimating the prevalence of long COVID symptoms in the national
Coronavirus (COVID-19) Infection Survey (CIS), concluded that: Around 1 in 5 respondents testing
positive for COVID-19 exhibited symptoms for a period of 5 weeks or longer. Around 1 in 10 respondents
testing positive for COVID-19 exhibited symptoms for a period of 12 weeks or longer. A substantial
percentage of COVID-19 patients (77.8%) continue to complain of symptoms 3-6 months after hospital
discharge (Lledd) and even longer (A. R. Sebastian Havervall, Symptoms and Functional Impairment
Assessed 8 Months After Mild COVID-19 Among Health Care Workers.), (Tenforde). Evidence of
persisting COVID-19 symptoms is accumulated; however, no consensus has yet been reached on the
definition and chronology associated with persistent illness. The terms “prolonged COVID-19”,
“prolonged sequelae”, “post-acute COVID-19”, “post-acute COVID-19 Syndrome (PACS)”, “persistent
COVID-19 symptoms”, “post-COVID-19 manifestations”, “long-term COVID-19 effects”, “post-COVID-
19 syndrome”, “post-acute COVID-19 sequelae”, “chronic COVID syndrome”, among others, have been
used by different authors (Rando), sometimes — interchangeably (S. K. Nalbandian A) . There is currently
no agreement on which outcomes should be measured and how they should be measured. (Munblit). The
Multidisciplinary Collaborative Group for the Scientific Monitoring of COVID-19 in its third report (June
2021), which was focused on persistent symptoms among convalescent patients, highlighted the need to
establish a clear and common definition for Post-Acute COVID-19 syndrome (GCMSC). From all the
existing definitions of Post COVID-19, the authors of the report support the use of the term Post-Acute
COVID Syndrome, englobing two non-mutually exclusive sub-entities or scenarios: i) Long-COVID refers
to symptoms that persist or appear beyond 4 weeks after infection, and which may be permanent,
recurrent or progressively improve, ii) Sequelae refers to irreversible damage to organs 12 weeks after the
infection, leading to different grades of permanent dysfunction and symptoms. In the absence of agreed
definitions, some authors define post-acute covid-19 as extending beyond three weeks from the onset of
first symptoms and chronic covid-19 as extending beyond 12 weeks (Trisha Greenhalgh) , (Shah). WHO
had established the ICD-10 code for the Post COVID-19 condition and by January 2021, had published its
initial guidance on clinical management of patients after acute illness. WHO’s clinical case definition of
post COVID-19 condition by Delphi methodology that includes 12 domains, available for use in all settings
(6 October 2021). (WHO, A clinical case definition of post COVID-19 condition by a Delphi consensus).
The U.S. Centers for Disease Control and Prevention (CDC) issued the following definition and
offered detailed interim guidance for healthcare providers. The term “Post-COVID Conditions” is an
umbrella term for the wide range of physical and mental health consequences experienced by some
patients that are present four or more weeks after SARS-CoV-2 infection, including by patients who had
initial mild or asymptomatic acute infection (CDC) . The time frame of four or more weeks provides a
rough approximation of effects that occur beyond the acute period, but the timeframe might change as we
learn more. Both organizations readily acknowledge that their definitions are likely to change as
understanding of post-COVID conditions increases ((APTA)). In this regard it noteworthy that NIH
launched the RECOVER (Researching COVID to Enhance Recovery) Initiative in February 2021 to
bring together researchers and scientists to identify the causes and the means to prevent and treat post-
acute sequelae of SARS-CoV-2 infection PASC, including what is commonly called Long COVID or long-
haul COVID (NIH). As yet it is unclear how long chronic post-COVID condition’s symptoms may persist.
Although literature on this topic is scarce, in one of the cohort studies Bosscolo-Rizzo et al. observed a
variable range of COVID-19 symptoms beyond 12 months after the onset of the infection (P Boscolo-
Rizzo). A systematic review of 25 observational studies with moderate to high methodological quality,
considering 5440 participants none of the studies assessed the duration of signs/symptoms (Ana Luiza
Cabrera Martimbianco). Post-COVID-19 condition could become a significant global health burden
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(Munblit D). We consider that along with consensus definitions on post-COVID-19 conditions, there
is a need in standard approach to and understanding of:

e Natural history of COVID-19, in general, and the duration of the acute clinical phase of the
disease, in particular;

e Diagnostic criteria for post COVID-19 conditions;

e Clinical and laboratory indicators of fully recovery from acute COVID-19.

Conclusion: Prevalence of post-COVID-19 condition ranges from 10% up to 77.8% over the

reviewed studies and tends to increase over time along with mutation of the SARS-CoV-2 virus. Consensus
definition of Post-COVID Conditions is essential for identification and characterization of clinical,
pathophysiological, laboratory, imaging and epidemiologic features of all forms of COVID-19

manifestation. It will help us better understand the disease entity, set up best-practice standards of care
and elaborate effective control and preventive measures.
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SUMMARY

During literature review we come across to different definitions of prolonged illness associated
with SARS-CoV2 infection, which made it difficult to characterize and compare COVID-19 cases by
epidemiological and clinical patterns. Our study is an attempt to assess post-COVID-19 frequency in the
context of the case definitions. Prevalence of post-COVID-19 condition ranges from 10% up to 77.8%
over the reviewed studies and tends to increase over time along with mutation of the SARS-CoV-2 virus.
Consensus definition of Post-COVID Conditions is essential for identification and characterization of
clinical, pathophysiological, laboratory, imaging and epidemiologic features of all forms of COVID-19
manifestation. It will help us better understand the disease entity, set up best-practice standards of care
and elaborate effective control and preventive measures.

HAHYJIH HIHAIIIBHJIH, HPAKJIHH MYEJIJIHIIIBAIH, XATYHA YAABA,
JIEBAH IT'HOPI'OBHAHH, HATHA IIAB/[HA, HHUHO I'ETEIIIH/I3E
COCTOSAHME ITOCJIE COVID-19: HEOBXOJNMO MMETDH COI'JTACOBAHHOE OITPEJEJIEHUE
T6unucckuit rocyapCTBeHHBIH MeTUITUHCKWH yHUBepcuTeT, Tommmcy, I'pysus

PE3IOME

ITpu 0630pe UTEpaTYpPHI MBI CTATKMBAEMCS C PA3IUIHBIMU OIIpeieIeHUAMY U UHTePIIpeTalluAMU
IIPOZOJDKUTEIBHOTO 3aboseBaHusd, cBasaHHOTO ¢ wuHpekmnueir SARS-CoV2, uro cosmaer cepresHyio
IpobIeMy AJIf CHCTeMaTUYeCKOM XapaKTePUCTUKHU CIydaeB IO SIIHAEMUOIOTUIECKIM 3aKOHOMEPHOCTAM
U KJIWHUYECKUM IIPOABIEHUAM IJ11 uX 3h(PeKTHBHOTO BeZeHWA W KOHTpoid. Hame wmcciemoBaHue
IpeACTaBIgeT co00# HMOMBITKY oumeHHuTh YacToTy HocT-COVID-19 B KOHTEKCTe oIpezeseHUN CIIydaes,
IIOCKOJIBKY 3TO MMeeT BaKHOe 3HaueHue [ aHanusa. Pacnpocrpanernocts moct-COVID-19 cocrosuns,
II0 paCCMOTPEHHBIM HCCIeZOoBaHUAM, Konebiercsa or 10% mo 77,8% u nmeeT TeHIEHITUIO K YBeIMYEHUIO
mo mepe mytanuu Bupyca SARS-CoV-2. CormacoBannoe ompegenenue mocT-COVID-19 cocrosuuit
HeoOXOmUMO [ UAeHTUGUKAIUN U XapaKTePUCTUKM KINHUYECKUX, [1aTOPU3NOTIOTUIECKUX,
71a60PaTOPHBIX, PAZAHOIOTHYECKUX U DIUAEMUOIOTHIECKUX 0COGeHHOCTe BceX (OPM IIPOSBIEHHS ITOCT-
COVID-19. Dto momoxeT HaM Jydlle IIOHATh CyIIHOCTh 3a00JIeBaHUA, OIPeNeNIHTh €ro JacToTy,
SIINAEMUOJIOTNYECKNE U KIMHNYIECKNE XaPpaKTE€PHUCTHUKY, YCTAHOBUTD CTAHZIAPTHI JIEICHUI 1 paspa60TaTb
a¢dexTuBHBIe MepbI KOHTpOA 1 mpoduaakTuku moct-COVID-19 cocrosunii.
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