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Abstract

Background: The number and characteristics of asymptomatic SARS-CoV-2 infections remains questionable. The relationship 
between domestic and non-domestic contacts remains unclear. Also, some asymptomatic people who test positive for the 
virus may later develop COVID-19 symptoms.
Objective: To compare in general medicine the characteristics of asymptomatic and symptomatic COVID-19 patients.
Methodology: Retrospective cohort study of confirmed cases of COVID-19 (positive PCR), from March 15 to November 15, 
2020, with asymptomatic patients (without any symptoms or any clinical suspicion of COVID -19, other than potential contact 
status, at time of test and in the 14 days after the follow-up period) and symptomatic patients (with 2 or more symptoms 
consistent with COVID -19).
Results: 100 patients were included, 77 with symptoms. The prevalence of asymptomatic COVID-19 patients was 23%. 
Asymptomatic patients vs. symptomatic were younger (mean age of 33.9 vs. 43.9 years; p = .008451), they have more known 
previous contacts (87% vs. 56%; p <.05), and these were in a higher proportion of family type and social (56% vs. 34% 
contacts in the family sphere; p <.05, and 13% vs. 1% contacts in the social sphere; p <.05). There were no differences for 
chronic diseases. 18% were presymptomatic patients (asymptomatic who developed symptoms later to the positive PCR). 
The prevalence of subclinical disease (sum of true and presymptomatic asymptomatic patients) was 36%. The prevalence of 
asymptomatic children and adolescents was 26%.
Conclusion: In the context of general medicine in Toledo (Spain), the prevalence of asymptomatic patients was 23% and of 
subclinical disease (sum of true and presymptomatic asymptomatic patients) 36%. Being an asymptomatic COVID-19 patient 
vs. symptomatic, it was associated with being younger and having more exposure to known contacts, mainly family and social. 
The focus of testing programs for SARS-CoV-2 should be expanded to include people who do not have COVID-19 symptoms, 
especially all household contacts.
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Introduction

The severe acute respiratory syndrome coronavirus 2 
(SARS-CoV-2) is the causative agent of coronavirus disease 
(COVID-19) [1] that has spread rapidly between people. 
The pandemic has caused more than 64 million confirmed 
cases and 1.499.841 deaths as of December 3, 2020 [2]. 
Several features of SARS-CoV-2 make accurate detection 
during an ongoing epidemic challenging, including high 
transmissibility, an incubation period with a long-tailed 
distribution, pre-symptomatic transmission, and the 
existence of asymptomatic infections, which may also 
contribute to transmission [3-9].

One of the many pressing questions surrounding SARS-
CoV-2 infections is identifying the determinants of the 
clinical spectrum, from people with asymptomatic disease to 
patients with severe COVID-19. Much is still unknown about 
why there is such a wide range of responses to COVID-19, 
and it has been claimed that up to 40% of infections may 
be asymptomatic [10-12]. Symptom-free transmission 
makes SARS-CoV-2 much more difficult to fight. Although 
uncertainty remains about how much they have contributed 
to the pandemic. Although estimates vary, mathematical 
models suggest that 30 to 60 percent of the spread occurs 
when people have no symptoms [13].

Asymptomatic or subclinical SARS-CoV-2 infections are 
often underreported, meaning that confirmed case counts 
may not accurately reflect the underlying epidemic dynamics. 
Understanding the ratio of confirmed symptomatic cases to 
actual number of symptomatic individuals and undetected 
epidemic progression is crucial to inform COVID-19 response 
planning, including the introduction and relaxation of control 
measures.

Furthermore, the epidemiological and clinical 
characteristics and immune responses of asymptomatic 
individuals infected with SARS-CoV-2 have not been well 
described [14] and consequently a large proportion of 
infections may go unnoticed [3], with suspicion that infected 
people, who remain asymptomatic, play an important 
role in the ongoing pandemic, although its prevalence and 
effects, the nature of the immune response after natural 
infection by SARS-CoV-2, the information on the natural 
history of asymptomatic infection with SARS-CoV-2, as well 
as the proportion of asymptomatic carriers and risk factors 
for SARS-CoV-2 transmission among household and non-
household contacts remains unclear, and is scarce [10,15-
17].

A few studies have described the clinical characteristics 
of asymptomatic patients, however some of these patients 
were asymptomatic at the time of diagnosis, but developed 
symptoms later, so they cannot really represent the clinical 

characteristics of asymptomatic patients [18]. Therefore, it 
is useful to distinguish between people who are infected and 
who never develop symptoms (“completely asymptomatic” 
individuals) and those who have not yet developed symptoms, 
but do develop them within a few days (presymptomatic).

Ultimately, the number of asymptomatic SARS-CoV-2 
infections, in which people do not show any symptoms, 
remains questionable. Some people who test positive for 
the virus and don’t feel unwell may develop symptoms later; 
people can be contagious before they develop symptoms; 
and data suggests that the virus’s early stages are when 
most infections are transmitted. The follow-up of infected 
cases and the tracing of contacts with infected cases is a key 
tool for health authorities to make public health decisions. 
In this context, we present a follow-up study of a cohort of 
positive SARS-CoV-2 cases, with the aim of comparing the 
characteristics of asymptomatic patients with COVID-19 
with symptomatic ones, based on a retrospective analysis, in 
a General Medicine office, in Toledo (Spain) from March to 
November 2020.

Material and Methods

In this retrospective cohort study, we analyzed and 
compared confirmed cases of COVID-19 with positive 
polymerase chain reaction (PCR), identified in a general 
practice clinic, among the group of individuals who shared 
being asymptomatic with that of individuals who presented 
symptoms of COVID-19, in order to determine the differential 
characteristics between asymptomatic and symptomatic 
infected.

Study Location

The study was conducted at a general medicine office 
in the Santa Maria de Benquerencia Health Center, Toledo, 
Spain, which has a list of 2,000 patients>= 14 years of age. 
In Spain, general practitioners (GPs) care for people>=14 
years of age, with exceptions requested by the child’s family 
and accepted by the GP). The study collected data from the 
patients’ medical records for 8 months, from March 15, 2020 
to November 15, 2020.

Diagnosis of COVID-19

The diagnosis of COVID-19 was made by PCR 
(oropharyngeal).
People who were tested
•	 Patients (clinical diagnosis): people with suspicious 

symptoms of COVID-19, who went to the GP, or who 
went to the emergency room of a hospital center and 
were subsequently followed by the GP.

•	 Contacts (tracking): people suspected of being infected, 
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belonging to the GP’s patient list, who had close contact 
with patients positive for COVID-19; This close contact 
means a space (less than two meters), a time (more 
than fifteen minutes), a form (without a mask) and an 
occasion (in the two days before the onset of the patient’s 
symptoms, or up to eight days from the beginning of 
these symptoms). Close contact could occur while 
caring for, living, visiting, or sharing a waiting room or 
healthcare room with COVID-19 patients, etc.

Because of, since the outbreak began, diagnostic tests 
were not available at the primary care level, since the 
instructions were as of March 18, 2020, that diagnostic test 
for SARS-CoV-2 was performed at people admitted to the 
hospital, and in respiratory infection of any degree in health 
personnel. Since May 19, 2020 PCR began to be carried 
out on suspected COVID-19 cases and contacts in general 
medicine [19,20].

In the consultation object of the study, no population 
screening activity was carried out to detect COVID-19 
positive people without symptoms and without suspected 
contacts. But PCR tests were carried out in asymptomatic 
people before their incorporation to social health work or 
hospital admissions or in programmed nursing homes.

Inclusion Criteria

All patients with COVID-19 confirmed with PCR from 
March 15 to November 15, 2020 who could be followed in 
their evolution in the consultation object of the study.

Definition of Symptomatic Cases

Anyone with a positive PCR and any combination of two 
or more symptoms consistent with COVID -19 (fever, cough, 
dyspnea, myalgia, headache, asthenia, nausea/vomiting, 
anxiety, insomnia, general malaise, anosmia/ageusia, 
diarrhea, odynophagia, chest pain, anorexia, rhinorrhea, 
chilblains, petechiae) at the time of testing, and were tested 
due to clinical suspicion of COVID -19 [19,21].

Definition of Asymptomatic Cases

Any patient with positive PCR and absence of relevant 
clinical symptoms in the 14 days before and after the test. 
Asymptomatic patients had no symptoms of COVID -19 
(as defined above), or any clinical suspicion of COVID -19 
(other than potential contact status), at time of test [21]. 
These definitions were chosen to avoid confusion between 
true asymptomatic and true symptomatic, as there may be 
infected people who have a very mild form of the disease, 
who are paucisymptomatic, and that common symptoms, 
such as cough, fever or fatigue do not develop noticeably.

Pre-Symptomatic Cases and Longitudinal 
Follow-Up

Since the incubation period of COVID-19 - the time 
between exposure to the virus and the appearance of 
symptoms - can be up to 14 days, it may happen that the 
PCR positive patient is initially asymptomatic, but symptoms 
develop in the days successive. In the longitudinal study of the 
patients, all those who presented 2 or more symptoms in the 
follow-up were considered as symptomatic cases, regardless 
of not presenting symptoms initially. This fact can occur in 
positive cases detected by contact tracing or by screening in 
certain contexts. The longitudinal study included follow-up 
throughout the isolation period, so that symptoms could be 
identified when they appeared.

Sample Size

Considering as exposure factor the known contact with 
a patient with SARS-CoV-2 infection and a positive PCR, and 
the result of having or not having symptoms, sample size was 
calculated for a cross-sectional study/unpaired cohort study, 
for a Two-sided Confidence Level (1-alpha) of 95, a Power 
(% probability of detection) of 80, a Ratio of a sample size 
of 0.5, a Percentage of patients with no exposure (no known 
contact) of 30%, a Percentage of patients with exposure 
(with known contact) of 70%.,The Total sample size (Fleiss 
with continuity correction ) should be 63; 42 with known 
contact and 21 without known contact [22].

Collected Variables

Data on the index case and close contacts were extracted 
from the medical records of the general medicine practice 
under study. The following variables were collected: age, 
sex, socio-health worker, symptoms, previous contacts, type 
of contact (family, work, school, social, in a socio-health 
center, by screening, and others) , and chronic diseases 
(defined as “any alteration or deviation from normal 
that has one or more of the following characteristics: is 
permanent, leaves residual impairment, is caused by a non-
reversible pathological alteration, requires special training 
of the patient for rehabilitation, and / or can be expected to 
require a long period of control, observation or treatment ” 
[23-25], classified according to the International Statistical 
Classification of Diseases and Health-Related Problems, CD-
10 Version: 2019 [26].

Statistical Analysis

The bivariate comparisons were performed using the 
Chi Square test (X2), X2 with Yates correction or Fisher Exact 
Test, for percentages (according to the number the expected 
cell totals), and the Student t test for the mean.
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Results

During the study period (from March 15 to November 
15) 116 people with positive PCR were detected in the 
consultation. Following the criteria shown in the methods 
section, 16 cases presenting a single symptom (for example, 
only fever, or only cough, or only myalgia, etc.) were excluded 
from the study. Thus, 100 patients were included, 77 with 
symptoms and 23 asymptomatic. Thus, the prevalence of 
asymptomatic COVID-19 patients was 23%. Table 1 And 
Figure 1 present the distribution of the variables collected 
in symptomatic and asymptomatic. The only statistically 
significant differences were that asymptomatic patients 
were younger (mean age 33.9 vs. 43.9 years; p=.008451), 
had more known previous contacts (87% vs. 56%; p <.05), 
and these were They were in a higher proportion of family 
and social type (56% vs. 34% contacts in the family sphere; 
p <.05; and 13% vs. 1% contacts in the social sphere; p<.05). 
13 of 77 symptomatic patients (17%) tested positive in PCR 
tests being asymptomatic, but developed symptoms later 
(presymptomatic), and were finally classified as symptomatic. 
Therefore, the prevalence of presymptomatic patients on the 
total of positive cases was 13%. The prevalence of subclinical 
disease (sum of true and presymptomatic asymptomatic 
patients) was 36%. In the group of symptomatic cases, 6% 
were children and adolescents (<= 22 years) vs. 26% in the 
asymptomatic group (p<.05). There were no differences in 
the total number of chronic diseases, or in their comparison 
according to ICD groups.

Discussion

One of the most striking aspects of COVID-19 is the 
marked differences in experiences of the disease. Some 
people never develop symptoms, while others, some 
apparently healthy, have severe or even fatal pneumonia 
[27]. Asymptomatic cases are not exclusive to COVID-19; 
they occur with the common flu and probably also appeared 
in the 1918 pandemic. Many studies have focused on 
characterizing the heterogeneity of COVID-19 in demographic 
terms, with clear evidence of higher mortality in men and 
older people. The adaptive immune system, including B 
and T cells, has recently been recognized to play a critical 
role in providing pre-existing immunity to SARS-CoV-2. 
Consequently, acquired immune responses to previous 
infections can explain a large percentage of the variability 
in the presentation of the disease, although doubts remain 
about additional determinants of the disease, such as pre-
existing comorbidities, viral variants, genetic risk factors 
of the disease host, as well as adaptation or tolerance to 
infection [28,29].

The dominant scientific view of asymptomatic patients 
is that their immune systems are especially well tuned. This 

could explain why children and young adults make up the 
majority of people without symptoms because the immune 
system naturally deteriorates with age. It is also possible that 
the immune system of the asymptomatic has been primed by 
a previous infection with a milder coronavirus, such as those 
that cause the common cold.

Furthermore, the transmission of SARS-CoV-2 from 
asymptomatic or presymptomatic people complicates 
public health measures aimed at controlling the pandemic. 
Consequently, symptomatic and asymptomatic cases must be 
studied separately to understand the dynamics of infection 
[30]. While current data suggest that asymptomatic people 
can transmit SARS-CoV-2, the relative contribution of 
asymptomatic people to the spread of SARS-CoV-2 remains 
an area of controversy. Previous reports have indicated that 
low values for the number of cycles required to detect the 
virus (Ct), indicating higher levels of virus, can occur in 
presymptomatic and asymptomatic patients. While many 
factors beyond viral load can contribute to infectivity, 
viral loads have been reported to be similar between 
asymptomatic and symptomatic (including presymptomatic) 
patients. Furthermore, viral loads tend to decrease more 
slowly in asymptomatic patients [31-33].

Asymptomatic individuals have been reported to have 
a weaker immune response to SARS-CoV-2 infection. But, 
asymptomatic individuals probably have effective cellular 
immunity that destroys the intracellular virus, although 
there is no robust antibody response to neutralize SARS-
CoV-2 on the mucosal surface, when the virus enters the 
respiratory tract or stream blood. Therefore, relying solely 
on SARS-CoV-2 antibodies as proof of the prevalence of 
immunity runs counter to the fundamental principles of viral 
immunology [34].

Prevalence of Asymptomatic Patients

The reported data of asymptomatic infection vary widely. 
About 81% of COVID-19 infections detected on a cruise ship 
were asymptomatic [35]. In a study in Marine recruits, 90% of 
those who were positive reported having no symptoms [36]. 
In an outbreak of COVID-19 occurred on the U.S.S. Theodore 
Roosevelt, 43% of those who tested positive for the virus 
never had symptoms [37]. Data on COVID-19 transmission 
on the Diamond Princess ship, with more than 3,700 people 
on board, showed that 18% of the positive cases were “true 
asymptomatic” (people who never developed symptoms 
despite being infected) [38]. In South Korea of 91 children 
who were monitored for the course of confirmed COVID-19 
disease, 22% never developed any symptoms [39]. Another 
study showed that 20.8% of patients had asymptomatic 
infections. He et al, in the series of 206 hospital cases found a 
prevalence of subclinical infection of 5.8% [40]. A 3.6% rate 
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of asymptomatic carriers of SARS-CoV-2 has been reported in 
an asymptomatic surgical population [41]. In Massachusetts 
grocery store workers, three-quarters of those who tested 
positive were asymptomatic when tested [42].

In a study that analyzed almost a hundred studies on 
this subject, it was estimated that the number of patients 
who did not develop symptoms during the entire infection 
was around 20%, with a wide range that ranged from 3 to 
67%; if the population bias is analyzed, the percentage of 
asymptomatic patients rose to 31%. These data are not far 
from what seroprevalence studies say: one third of patients 
do not develop symptoms [42]. On the other hand, another 
review, of more than 2,500 studies, found percentages of 
asymptomatic patients between 4 and 41%, and concluded 
that the real figure was between 14 and 20% [43].

Other reviews, however, place the figure between 40 
and 50% of patients. Furthermore, the absence of COVID-19 
symptoms in people infected with SARS-CoV-2 does not 
necessarily imply the absence of harm. Asymptomatic 
infection can be associated with slight changes in 
biochemical and inflammatory variables and subclinical 
pulmonary abnormalities can occur, detected by computed 
tomography [10,12]. In our study, where as in other studies, 
asymptomatic cases came mainly from investigations of 
contacts of confirmed cases [44,45]. Our results of 23% 
of true asymptomatic coincide with the figures that are 
admitted as more real.

Prevalence of Presymptomatic Patients

It has been stated that the majority of asymptomatic 
patients should be considered presymptomatic. Thus, it is 
postulated that only a minority of people with SARS-CoV-2 
(approximately 20%) have a truly asymptomatic infection; 
most SARS-CoV-2 patients who are asymptomatic at the time 
of testing will develop symptoms later [46]. Of course, the 
difficulty of distinguishing asymptomatic people from those 
who are simply presymptomatic is an obstacle. The simple 
solution to this difficulty is longitudinal monitoring of the 
individual over time.

Data from the few cohort studies with longitudinal 
reports suggest that a small fraction of asymptomatic 
people may eventually develop symptoms. In the Italian and 
Japanese cohorts, 0% of the asymptomatic people became 
symptomatic. In the Greece and New York cohorts, 10.3% 
of asymptomatic people became symptomatic. In another 
study in Korea, 19% of asymptomatic patients eventually 
developed symptoms [31]. In an outbreak of COVID-19 
occurred on the U.S.S. Theodore Roosevelt, 30.5% were 
presymptomatic at the time they tested positive [37]. But, 

in a skilled nursing facility, 89% of initially asymptomatic 
patients became ill. A conservative estimate of all these data 
would be that of a prevalence of 30% or more for the mixture 
of presymptomatic and true asymptomatic.

Our study that took into account the aspect of 
longitudinally monitoring a cohort of patients, found 
a prevalence of presymptomatic patients of 13%, and 
the prevalence of subclinical disease (sum of true and 
presymptomatic asymptomatic patients) was 36%. These 
data are in line with the studies discussed previously.

Known Contacts Vs. Unknown

It has been reported that 50% of all cases do not know 
how they have contracted the virus; that is, they do not 
have any known contact that is positive and that could have 
transmitted SARS-CoV-2, and this percentage is probably 
related to the lack of contact tracing [47,48]. One model 
estimated that undocumented infections were the source 
of 79% of cases [49]. However, the most likely source of 
asymptomatic infections are close contacts of patients who 
have been diagnosed, predominantly in the family groups; 
additionally, colleagues, friends, and individuals who match 
the trajectories of diagnosed or suspected patients are 
considered high-risk populations. Thus, among those who 
reported close contact with an infected person, that person is 
often a family member (45% of cases) or a co-worker (34%) 
[16,42,48,50,51].

In our study, asymptomatic patients reported known 
previous contact in 87% (vs. 56% in symptomatic patients; 
p <.05.). Therefore only 13% of the asymptomatic (and 
44% of the symptomatic) did not know how they had 
contracted the virus. These known previous contacts were 
predominantly in the family, health and social environment 
in the asymptomatic, and in the family, health and work 
environment in the symptomatic; but the differences were 
only statistically significant in the family environment (where 
more than half of the contacts occurred) and social field for 
the Asymptomatic. Basically, these data are in line with what 
was reported: the asymptomatic ones were family contacts.

Characteristics of Asymptomatic Vs. 
Symptomatic Patients

Our study shows that asymptomatic infections were 
more frequent in younger individuals (mean age of 34 
years in asymptomatic patients vs 44 years in symptomatic 
patients; p <.05.), And more in women (61% asymptomatic 
women vs 52% women with symptoms) .Therefore, these 
data follow what has been shown in other studies: that 
asymptomatic infections are more common in populations of 
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young individuals (and specifically, women with frequencies 
between 60-70% are even more likely than men not to 
show signs of the disease), and in middle age (average age 
according to different studies, between 26 and 49 years). Age 
can play an important role in the severity of COVID-19, and 
this is related to different immune responses [10,50,52,53].

Regarding children and adolescents (which includes 
variable ages: 0-22 years in some study; 3-18 years in others, 
etc.), it has been reported that they can develop COVID-19 
and can be a potential source of contagion of the SARS-CoV-2, 
although most remain asymptomatic or experience mild 

illness [54,55]. The prevalence of asymptomatic children 
and adolescents remains controversial. In a UK study of 
children 2 to 15 years of age, up to 50% of infected children 
did not develop symptoms [56]. But in another study where 
children without symptoms of COVID-19 underwent PCR 
testing before surgery, clinic visits, or hospital admissions, 
the overall prevalence of positives was 0.65% [57]. And it 
has been suggested that the prevalence of asymptomatic 
infections in children correlates with the overall incidence of 
COVID-19 in the local population. We found 6% of children 
and adolescents <=22 years among the symptomatic ones 
and 26% among the asymptomatic ones (Table 1, Figure 1).

Variables
N=100

Symptomatic Patients 
N=77

Asymptomatic 
Patients N=23 Statistical Significance

Age in years (arithmetic mean and 
standard deviation) 43.9+-16.6 33.9+-19.2 T-value= 2.43036; p= .008451. 

Significant at p< .05.
> = 65 years 8 (10) 2 (9) Fisher exact test=1. NS at p < .05.

Children and adolescents <= 22 
years 5 (6) 6 (26) Fisher exact tes= 0.0167. p < .05.

Women 40 (52) 14 (61) X2=0.5675. p= .451265.NS
Socio-health workers 8 (10) 3 (13) Fisher exact test= 0.7118. NS

Total known previous contact 43 (56) 20 (87) X2 = 7.3543. p= .00669. p < .05.
Previous contact in the healthcare 

setting 9 (12) 4 (18) X2 with Yates correction= 0.1299. 
p= .718582. NS

Previous contact known in the 
family environment 26 (34) 13 (56) X2= 3.8548. p= .049605. p < .05.

Previous contact in the workplace 5 (7) 0 Fisher exact test = 0.5866. NS
Previous contact known in the 

school setting 1 (1) 0 Fisher exact test = 1. NS

Previous contact known in the 
social field 1 (1) 3 (13) Fisher exact test= 0.037. p < .05.

Previous contact known in other 
areas 1 (1) 0 Fisher exact test = 1. NS

PCR test carried out by screening 
(before hospital admission, before 

reincorporation to social health 
work, etc.)

0 3 (13) NA

PCR test performed by symptoms 64 (83) 0 NA
Presymptomatic patients (Initially 

asymptomatic patients in whom 
symptoms appear after positive 

PCR performed by known contact)

13 (17) 0 NA

Table 1: Comparison between Symptomatic and Asymptomatic Patients.
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Figure 1: Comparison between Symptomatic and Asymptomatic Patients.

One of the most concerning aspects of COVID-19 is 
the risk of infection among front-line healthcare workers. 
In a large UK university hospital, 3% of its workers tested 
positive for SARS-CoV-2 [58]. In Spain, health workers 
comprise 24% of all confirmed COVID-19 cases, a proportion 
that is explained by the lack of protective equipment and 
organization in the first wave, and in part by greater access 
to PCR tests in the second wave [42,59]. Our study finds a 
frequency of symptomatic infection in social-health workers 
of 10%, and 13% in asymptomatic; in this second population, 
routine screening was performed in certain situations (such 
as return to work after vacation or routine screening). These 
health professional screenings are probably necessary to 
provide maximum protection for both this population at risk 

and the patients they serve.

Regarding the role of comorbidities, our study did 
not find statistically significant differences between 
asymptomatic and symptomatic patients, neither by their 
total number, nor by groups of diseases (Table 2). The 
proportion of asymptomatic or presymptomatic infections in 
the population with medical comorbidities and an increased 
risk of severe disease are unclear. A study showed that 
40% of skilled nursing facility SARS-CoV-2 infections were 
asymptomatic; a relatively high proportion of asymptomatic 
infections in a population expected to have multiple risk 
factors for severe COVID-19 [60].

Chronic Diseases According To 
Who, Icd-10 Groups N=100

Symptomatic 
Patients N=77

Asymptomatic Patients 
N=23 Statistical Significance

Average Number Of Chronic Diseases 
Per Patient 1.2+-1.6 0.9+-1.7 T= 1.04998. P= .148154. NS

-II Neoplasms 1 (1) 2 (10) Fisher Exact Test = 0.0817. NS
-II Diseases Of The Blood 1 (1) 0 Fisher Exact Test= 1. NS

-IV Endocrine 23 (25) 3 (15) X2 With Yates Correction= 
0.446. P= .504234. NS

-V Mental 10 (11) 1 (5) Fisher Exact Test= 0.6855. NS
-VI-VIII Nervous And Senses 6 (6) 3 (15) Fisher Exact Test= 0.2001. NS

-IX Circulatory System 14 (15) 2 (10) Fisher Exact Test= 0.7325. NS
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-X Respiratory System 10 (11) 2 (10) Fisher Exact Test = 1. NS
-XI Digestive System 9 (10) 2 (10) Fisher Exact Test= 1. NS

-XII Diseases Of The Skin 3 (3) 0 Fisher Exact Test = 1. NS
-XIII Musculo-Skeletal 7 (8) 3 (15) Fisher Exact Test= 0.3805. NS

-XIV Genitourinary 8 (9) 2 (10) Fisher Exact Test= 1. NS
Total=112 Chronic Diseases* 92 (100) 20 (100) -

Table 2: Comparison of Chronic Diseases between Symptomatic and Asymptomatic Patients.

Limitations and Strengths of the Study

•	 The study has the strength of its longitudinality, 
characteristic of work in general medicine [61], together 
with the difficulty of following patients throughout the 
disease to verify that they do not developed symptoms.

•	 It has the limitations of being a retrospective design, 
and that the symptom expression data depend on the 
individual’s own ability to detect their infection. A recent 
publication noted that half of the British respondents 
were unable to identify the key symptoms of COVID-19 
(fever, cough, and loss of smell and taste) [62]. For all 
this, some researchers consider the term asymptomatic 
problematic. When it is said that there are 40% 
asymptomatic, it actually means that there are 40% of 
people with an infection mild enough so that they do not 
indicate any symptoms to their doctor; it is perhaps a 
minor distinction, but an important one.

•	 The limitations of the PCR test (oropharyngeal). It is the 
test that is considered gold-standard; it is based on the 
determination of the RNA of the nucleocapsid. If there 
are fragments of the SARS-CoV-2 RNA, they replicate as 
many times as necessary to give a result. If the viral load 
is high, few Ct are required, less than twenty. If there is 
little viral nucleic material, 35 and 40 Ct may be required. 
But, it even tests positive if the viral quantity is irrelevant 
and the patient can no longer infect. That is to say, it 
can give false positives, in the sense of giving positive 
certain because there is materially SARS-CoV-2 nucleic 
acid but that such presence is irrelevant because it is so 
small that it cannot infect [46,63]. On the other hand, 
positivity depends on the presence of enough viruses to 
trigger a positive test, which may depend on the test site 
and timing. Strength of the study was the fact that it was 
based on the routine assistance of the GP, so that patients 
were seen in the first days of the onset of symptoms. The 
highest percentage of virus detection (89%) has been 
reported to be nasopharyngeal sampling between 0 and 
4 days after the onset of symptoms, decreasing to 54% 
after 10 to 14 days [64].

In addition, the proportion of asymptomatic infections 
could be even higher, as the PCR test could miss some cases. 
Cases of patients with SARS-CoV-2 infection with negative 

PCR results and no symptoms have been reported using an 
antibody test. Therefore, PCR and appropriate serological 
tests should probably be used in conjunction, for an 
accurate estimate of the proportion asymptomatic. However, 
serological tests have limitations and vary in their specificity 
and sensitivity. Furthermore, their results may also be 
confounded by previously existing antibodies against SARS-
CoV, MERS-CoV, or the common cold coronaviruses [65-67].

Conclusion

The true burden of asymptomatic disease is not yet 
known, but it is emerging as both PCR and antibody tests 
to establish seroprevalence have become more available. 
In the context of general medicine in Toledo (Spain), 
during March-November 2020, we found a prevalence of 
asymptomatic patients of 23% and of subclinical disease 
(sum of true and presymptomatic asymptomatic patients) 
of 36%. Being an asymptomatic COVID-19 patient vs. 
symptomatic, it was associated with being younger and 
having more exposure to known contacts, mainly family 
and social. Even though the symptomatic-asymptomatic 
dichotomy is actually false; Forgets very mild patients, who 
have not yet developed symptoms or who are unable to 
report them. However, its study is essential to understand 
the transmission of the coronavirus and thus establish 
more effective measures against the pandemic. In any case, 
the contribution of presymptomatic and asymptomatic 
infections to transmission implies that combined prevention 
measures (hand hygiene, masks, testing, tracking, isolation 
and distancing) will continue to be necessary in the future. 
The focus of testing programs for SARS-CoV-2 should be 
expanded substantially to include people who do not have 
symptoms of COVID-19. This would be especially justified in 
all household contacts of young people.
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