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Abstract

Objective: Describe clinical-epidemiological characteristics that can help the general practitioner to consider the diagnosis
of COVID-19

Methodology: A retrospective and descriptive study was carried out on clinical and epidemiological variables in patients
diagnosed with COVID-19 who consulted in general medicine office at a health center in Toledo, Spain, from March 1 to May
31, 2020.

Results: 17 patients were included, with a mean age of 48 years, 7 men and 10 women, 2 were asymptomatic throughout the
period and their diagnosis was made after a contact. The most frequent symptoms were: fever 67%, cough 67%, dyspnea 45%,
myalgia 40%, and headache 40%. 18% presented pneumonia. The mean duration of symptoms was 25 days. The severity was
76% mild, and 12% critical. There were 2 deaths. 82% reported prior known contact. The secondary attack rate was 12%. The
number of chronic diseases was 25 in the 17 patients, being the most frequent groups, endocrine with 52%, and circulatory
system with 16%. 47% were workers in socio-health centers.

Conclusion: In the context of general medicine in Toledo (Spain), during the exponential growth phase and subsequent
decrease in cases, of the COVID-19 outbreak (March-May 2020), the symptoms previously described as common were the
most frequent (fever, cough, and dyspnea) and the obvious epidemiological risk factors (such as being a social or health
worker and having been in contact with a case) were frequent. The first thing that should be taken into account, which seems
obvious, in general medicine and epidemiology, also for COVID-19, is that the most frequent symptoms and risk factors must
be considered first.
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Abbreviations: COVID-19: Coronavirus Disease 2019; Receptor Blockers; NICE: National Institute for Health
SARS-Cov-2: SARS-Coronavirus-2; IC: Intensive Care; GP: and Care Excellence; CDC: Centers for Disease Control and
General Practitioners; PCR: Polymerase Chain Reaction; Prevention; ARI: Acute Respiratory Infections.

ACE: Angiotensin-Converting-Enzyme; Arbs: Angiotensin-
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Introduction

In December 2019, a cluster of pneumonia cases
emerged in Wuhan City, Hubei Province, China. The
coronavirus disease 2019 (COVID-19) is caused by the SARS-
coronavirus-2 (SARS-CoV-2), a virus primarily zoonotic.
WHO declared COVID-19 a global pandemic and a public
health emergency. The spread of COVID-19 epidemic is
unprecedented and it continues to spread affecting many
countries and territories around the world [1-4]. Its numbers
are changing rapidly, and as of this writing, as of June 29,
2020, the pandemic has infected more than 10,000,000
people and killed more than 500,000 worldwide; The United
States has more than 2,500,000 cases, followed by Brazil
with more than 1,000,000, Russia with more than 640,000,
India with more than 548,000, United Kingdom with more
than 313,000, Peru with more than 279,000, Chile with more
than 271,000. , Spain with more than 248,000, Italy with
more than 240,000, and Iran with more than 225,000 [5].

Presentations of COVID-19 have ranged from
asymptomatic/mild symptoms to severe illness and
mortality. Common symptoms have included fever, cough, and
shortness of breath. Other symptoms, such as malaise and
respiratory distress, have also been described [6-8]. As the
COVID-19 pandemic evolves, we gradually are accumulating
knowledge to guide patient care. Although most disease is
mild (80-85%), 12-15% have a serious illness, and between
1-5% a potentially fatal disease, which can require intensive
care (IC) for issues such as acute respiratory distress
syndrome, shock, and multiorgan failure [9,10]. Results from
various specialist groups around the world are beginning to
converge on the true case fatality rate of COVID-19, which
appears to be around 1 percent [11].

Recognizing that lack of preparation for an outbreak is a
major global health challenge, sharing knowledge on how to
care for the minority of patients who become critically ill is
important. In Italy, previously “normal” hospitals have been
transformed into giant intensive care units. But it is also very
important how to deal with infection in primary care and in
the community, which means attending to most cases [12].

Spain, with more than 11,000 positives and 500 deaths
(as of March 18, 2020) [13] was the second country in the
world that registers more new cases every day. The virus was
in Spain in exponential growth phase and showed a similar
rate to that of Italy. At the time, the healthcare system was
unable to cope with the massive influx of infectious cases to
emergency departments and hospitals. In this way, patients
with mild symptoms should stay at home and in their
community whenever possible. This enormous task fell to
the general practitioners (GP), other health and non-health
personnel from Primary Care and the local community itself.
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For most illnesses the GP is the first point of contact in
the health care system and he looks after a population whose
age and sex composition is known. The essence of general
medicine is to assist individuals in families and communities,
and this implies, on the one hand a good continuity of care,
and moreover a knowledge of the nature of diseases in
the community [14,15]. The GP is in a rare position that
combines the individual and community dimensions, and
there is a great need to extend the clinical horizons to the
epidemiological and community aspects of care. The “path
of all patients” begins and ends with the GP [16,17]. All these
characteristics of the GP can also be applied and are affected
by the current outbreak of COVID-19.

In this scenario, although there is a growing number
of publications presenting the data of COVID-19 patients,
many clinical and epidemiological characteristics remain
unknown, and most of the data comes from the most
seriously ill patients who are admitted to hospitals and even
to intensive care [18,19], but there is a lack of descriptions
of COVID-19 patients at the general medicine level, where
they are cared for by GPs [20]. That is, primary care research
on the characteristics and outcomes of suspected COVID-19
cases may provide a different view of the COVID-19 epidemic
[21].

This study compiles 17 successive cases of COVID-19
attended in the general medicine consultation of a health
center in Toledo (Spain) from March 1 to May 31, 2020
(from the start of the exponential outbreak until the number
of new infected decreased), with the aim of exposing and
summarizing their clinical and epidemiological data.

Materials and Methods

A retrospective and descriptive study of patients
diagnosed with COVID-19 who were treated at a general
medicine consultation in the Santa Maria de Benquerencia
Health Center, Toledo, Spain, was conducted, which has a
list of 2,000 patients> 14 years of age (in Spain, GPs care for
people> = 14 years of age), from March 1, 2020 to May 31,
2020 (date the case growth curve began to flatten). March 1
was chosen as the beginning of the study, since on that date
6 official cases of COVID-19 were reported in the Castilla-
La Mancha region, which has a population of 2,035,505
inhabitants, whose capital is Toledo with 687,084 inhabitants
(2018), and it is from that day when official statistics indicate
an exponential increase in new cases. In the province of
Toledo (Spain) where the study was conducted, on March 10,
2020, 6 cases were counted, on March 16, 133, on April 1,
1593, on April 15, 3193, on May 1, 4744, and May 30, 5499.

The diagnosis of COVID-19 was made by polymerase
chain reaction (PCR) (oropharyngeal) or IgG and IGM
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serology for SARS-COV-2 (IgM positive and IgG positive or
IgM negative and IgG positive). Newly diagnosed patients
were followed until their cure with negative PCR.

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 be performed at people with a clinical picture
of acute respiratory infection admitted to the hospital, or
respiratory infection of any degree in health personnel.
Similarly, routine diagnostic tests are not performed on
contacts [15,19]. And, since May 19, 2020 PCR began to be
carried outon suspected COVID-19 cases in general medicine.
So, there were patients who were diagnosed in the hospital
and others who were diagnosed at the primary care level.

Only cases of patients who belonged to the office list of
patients and for whom data were available on their entire
clinic course, from start to cure (hospital data including),
were included; During this period, other cases of COVID-19,
belonging to other consultations, were attended occasionally
due to the absence of their usual GP, but these patients, for
whom data were not available for the entire course of their
evolution, were not included in the study:.

The following variables were collected COVID-19
diagnostic test, age, sex, socio-health worker, symptoms,
severity, hospitalization, previous contacts, secondary
contagion to another person, previous treatment with
angiotensin-converting-enzyme  (ACE) inhibitors or
angiotensin-receptor blockers (ARBs), sick leave, days
duration of symptoms, 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”
[22-24], classified according to the International Statistical
Classification of Diseases and Health-Related Problems, CD-
10 Version: 2019 [25].

The severity classification was based on 4 levels
according to severity of symptoms: mild, moderate, severe
and critical. Mild patient that only showed as mild symptoms
in without radiographic feature; Moderate patient showed
as fever, respiratory symptoms & radiographic feature;
Severe cases of meet one of three criteria such as dyspnea,
respiratory rate> 30 times/min; oxygen saturation <93% in
ambient air; Pa02/Fi02 <300 mmHg; For critical patient also
meet one of three criteria such as respiratory failure; septic
shock; multiple organ failure [26]. The classification of these
cases to mild, moderate and severe depends on a subjective
evaluation that in some cases was carried out remotely [21].
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In the cases that required hospitalization, hospital
reports were used to obtain the data. Following previous
communications on the minor importance of the radiological
examination as a diagnostic tool [27,28], X-rays and other
imaging tests were not performed systematically in all cases.

Guidelines for the managementofsuspected or confirmed
cases in the community were followed. These guidelines
recommend minimizing personal consultation and limited
examination unless necessary (limited examination means
that auscultation is not essential, and a rapid diagnosis of
pneumonia could be made based on confusion, temperature,
respiratory rate and heart rate, which are the clinical
observations that are readily available to professionals in
primary health care). So, the most of the consultations with
patients were remote or telemedicine consultations [29,30].

Results

Seventeen patients were included; 11 of them were
diagnosed with PCR, and 6 with IgM and IgG. The mean
age was 48 years (range: 27-66 years), 7 were men and 10
women, 2 were asymptomatic throughout the period and
their diagnosis was made after contact with a sick person.

Symptoms Number (Total = 15 patients)
Fever 10
Cough

—_
o

Dyspnea

Myalgia
Headache
Asthenia

Nausea / Vomiting

Anxiety

Insomnia

General discomfort

Anosmia / Ageusia

Diarrhea

Odynophagia

Chest pain

Anorexia

Dysphagia

Rhinorrhea
Chilblains / Flictenas
Petechiae

R RrPRrPRPIPINWW[(D|BDDD|D|DION O

(U

Upper limb tremor

Table 1: Chronic Diseases (Who, Icd-10 Groups) In the Case
Series.
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The symptoms in the 15 patients with symptoms were
(Table 1, Figure 1): 67% fever, 67% cough, 45% dyspnea,
40% myalgia, 40% headache, 27% asthenia, 27% nausea /
vomiting, 27% anxiety, 27% insomnia, 27% general malaise,
27% anosmia / ageusia, 20% diarrhea, 20% odynophagia,
13% chest pain, 7% anorexia, 7% dysphagia, 7% rhinorrhea,
7% chilblains / gallbladders, 7% petechiae, 7% upper limb

Epidemiology International Journal

tremor. Radiologically verified pneumonia was found in
18% of the 17 cases (20% in cases with symptoms), mean
duration of symptoms 25 days (range: 10-54 days). There
were 2 deaths (both males 61 and 62 years, respectively)
and occurred in patients with pneumonia and admitted to
the hospital.

o

Figure 1: Frequency of Symptoms in the Case Series.

J

Of the 17 cases, 5 were hospitalized. The severity of
the 17 cases was classified as: 76% Mild, 12% critical, 6%
Moderate, and 6% Severe. They reported 82% known prior
contact, and secondary infection in another person they had
contact with in 12%. 18% were on previous treatment with
ACE inhibitors or ARBs. The number of chronic diseases was
25inthe 17 patients included; the most frequent groups were
endocrine with 52%, and the circulatory system with 16%

(Table 2, Figure 2). As complications or events appearing in
the course of the disease, one patient presented truncated
mourning (death of her husband by COVID-19), another
patient presented renal colic, another gout attack, and
another more pyelonephritis. Of the 17 patients included,
47% were health workers or worked in socio-health centers.
12 patients (70%) required sick leave.

Figure 2: Percentage of Chronic Diseases (WHO, Icd-10 Groups) in the Case Series.
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Number of chronic
Diseases According to WHO, v‘\iri:lelilsg\slllll)l-lf‘l)t;\le:;;
1CD-10 Groups chronic diseases ()
indicates %
-II Neoplasms 1(4)
-IV Endocrine 13 (52)
-V Mental 2(8)
-VI-VIII Nervous and Senses 2(8)
-IX Circulatory system 4 (16)
-X Respiratory system 2(8)
-XI Digestive system 0
-XII Diseases of the skin 1(4)
-XIII Musculo-skeletal 0
-XIV Genitourinary 1(4)

Table 2: Number of Chronic Diseases According to WHO, Icd-
10 Groups on Patients with Covid-19.

Discussion

Age, Sex / Gender, Occupation, Previous Contact
and Secondary Contagion

Our series of patients is relatively young, as is the
demography of the area served in the consultation under
study. Women predominated (59%), which may be related to
the high percentage of social and health workers in our series
(44% health workers or work in socio-health centers). This
data is in line with the statement for Spain, where as of May
29, 2020, it has been reported that 51,482 health workers
have been infected since the outbreak began [31]; which
represents, with 238,564 patients infected on that date, 22%
of the cases (almost 1 in 4). In this sense, in Spain, being a
social or health worker is a fact that directs the diagnosis of
respiratory symptoms during the epidemic period clearly
towards COVID-19 [32].

One of the most overlooked aspects of gender in illness,
including COVID-19, is the near-universal role of women in
the center of families and networks, compounded by the fact
that most health workers are women [33]. According to WHO
data, of the more than 8,000 SARS cases - 2003 epidemic
- more than half of the infected people were women, and
21% of the cases affected precisely those who worked in the
health field [34,35]. These high frequency occurrences of
cases in women and social or health workers explain the high
number of previous contact known with COVID-19: these
were personnel from health centers and nursing homes, who
at the start of the outbreak acted as vectors of the disease
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[36-41].

We found a known secondary attack rate of 12%. The
figures reported so far are between 0.45% between close
contacts, 3% -10% -25% for cohabitants of the same family,
and up to 35% of secondary infections as a consequence of
short-term social events [37].

Clinical presentation

Common signs in presentation include fever, cough,
and shortness of breath. Although the disease can be
asymptomatic or mild in many cases, moderate cases require
hospitalization and severe cases require the support of
vital organ functions. WHO advised suspecting COVID-19
in patients with acute fever and =1 sign or symptom of
respiratory disease combined with an exposure risk factor
[21]. According to the National Institute for Health and Care
Excellence (NICE), the typical symptoms are cough, fever,
and loss of sense of smell or taste, but they may also have
breathlessness (which may cause anxiety), delirium (which
may cause agitation), fatigue, headache, muscle aches and
sore throat [30].

Furthermore, a summary of the clinicopathological
characteristics of patients affected by COVID-19 has been
published. According to these data, a higher proportion of
infected patients were male (53%), and the most commonly
experienced symptoms were fever and cough. Myalgia,
anorexia, chest tightness and dyspnoea were found in some
patients. A relatively small percentage of patients were
asymptomatic. According to a meta-analysis, the two major
symptoms observed were fever (78.4%) and cough (58.3%).
Other common symptoms included fatigue (34%), myalgia
(21.9%), expectoration (23.7%), anorexia (22.9%), chest
tightness (22.9%) and dyspnoea (20.6%). Minor symptoms
included nausea and vomiting (6.6%), diarrhoea (8.2%),
headache (11.3%), pharyngalgia (11.6%), shivering (15.2%)
and rhinorrhea (7.3%). About 5.4% of the patients were
asymptomatic [42]. Other systematic reviews of studies
of patients with COVID-19 indicated also a high incidence
of fever (> 88%) and cough (> 68%) [43,44]. Our results
coincide in the most frequent symptoms.

The Centers for Disease Control and Prevention (CDC)
has long said that fever, cough and shortness of breath are
indications that someone might have the disease caused
by the novel coronavirus. In late April 2020 were added
six more conditions that may come with the disease: chills,
repeated shaking with chills, muscle pain, headache, sore
throat and loss of taste or smell [45]. So, scientists document
a growing list of atypical coronavirus infection symptoms,
giving doctors more insight into the emerging disease.
However, this list of typical and infrequent symptoms can
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lead to diagnostic difficulties.

In this sense, an increasing series of rare or atypical
symptoms have been described: more than two thirds of
patients (64-87%) with mild COVID-19 reported alterations
in their sense of smell or taste [46-48]; a multi-system
inflammatory syndrome (symptoms similar to toxic shock
syndrome or Kawasaki disease), strokes (studies of The
Netherlands and France suggest that clots appear in 20% to
30% of patients with critically ill COVID-19) [49-51], deep
vein thrombosis (in 65% of 34 patients with COVID-19
who underwent venous ultrasound upon admission to an
intensive care unit) [52], neurological symptoms (36%)
(Headache, dizziness, languidness, unstable walking, and
malaise, cerebral haemorrhage, cerebral infarction, and
other neurological diseases) [53], rashes or purpura, lesions
resembling frostbite or chilblains, and other dermatological
symptoms [54,55], silent hypoxia (extremely low blood
oxygen levels without accompanying dyspnoea) [56],
symptom gastrointestinal (32% of patients have been
reported to experience mild gastrointestinal symptoms
including loss of appetite, abdominal pain 4%, diarrhoea
8% and nausea / vomiting: 8% and diarrhoea) [57,58],
cardiovascular symptoms (chest pain and ST elevation;
cardiogenic shock and acute respiratory distress with deep
hypoxia; or de-compensation of previous heart disease) [59],
and psychiatric symptoms (most studies evaluated SARS-
CoV and MERS-CoV infections in hospitalized patients) such
as delirium, depression, anxiety, fatigue, and post-traumatic
stress disorder [60-62]. However, some of these atypical
symptoms were found in our small series, but they were rare,
or were not present.

COVID-19 was initially understood as pneumonia caused
by SARS-CoV-2. Now, after having reported a large number
of mild and asymptomatic cases of COVID-19 (the so-called
iceberg phenomenon that is common for most infectious
diseases) and the institution of PCR as a diagnostic standard,
the radiological examination seems less important as a
diagnostic tool than it used to be; Radiological examinations
may not be necessary when caring for large numbers of
patients, when radiological examinations are not available,
or when patients may be diagnosed with mild COVID-19 by
an experienced physician (although patients with COVID- 19
often have lung lesions detectable by tomography) [27,28].
In this sense, in Spain up to 54% of cases diagnosed until May
10 developed pneumonia [63], although this percentage does
not take into account undiagnosed patients (without PCR;
milder or asymptomatic cases). In our case series, including
mild and asymptomatic cases, 18% showed radiological
verified pneumonia.

In the same consultation where this study was carried
out, previously the clinic of patients with COVID-19 was
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compared with that of patients with acute respiratory
infections (ARI), during the COVID-19 outbreak, in the period
when the PCR test for the diagnosis in general medicine
was not available: the suggesting symptoms of COVID-19
in ARIs, coincide with the current results: fever, dyspnoea,
presence of chronic diseases of the circulatory system, self-
communication of possible contact with a COVID-19 patient,
or being a health professional / working in healthcare
settings [32].

Asymptomatics, Severity, Chronic Diseases

In our series, 12% were asymptomatic. This is a lower
figure than that shown by the seroprevalence study in Spain
(26% were asymptomatic people) [64], and that reported
by other studies in which the prevalence of asymptomatic
disease is estimated between 40 and 45% of people who test
positive for SARS-CoV-2 [65]. This difference is logical since
our cases are patients who come to the general medicine
consultation, not a population sample. It has been reported
that most patients with suspicious diagnosis and isolation at
home are presumed to have good results [21]. In our study, it
seems to be confirmed: of the 17 cases, 76% were Mild; but
we must not forget that 12% were critical, 6% Moderate, and
6% Severe, and there were 2 exitus.

Our study found that the most frequent groups of chronic
diseases were endocrine with 52% and circulatory system
with 16%. It has been reported that diabetes occurred in 42%
of patients with COVID-19 [66], and persons with diabetes
had a significantly greater risk for severe pneumonia, release
of tissue injury-related enzymes, excessive uncontrolled
inflammatory responses, and hypercoagulable state
associated with deregulated glucose metabolism compared
with persons with no diabetes [67]. Further, approximately 1
in 10 patients with COVID-19 and diabetes has been reported
to die within 7 days of hospital admission [68]. On the other
hand, hypertension was associated with increased poor
outcome, including mortality, in patients with COVID-19 [69].

There is controversy over whether treatment with
ACE inhibitors or ARBs in COVID-19 is a risk factor or by
cons has clinical utility. On theoretical grounds, blockade
of ACE-2 which primarily metabolises angiotensin II into
angiotensin-(1-9), could confer anti-infective properties
against SARS-CoV-2 by preventing entry of the virus into
lung pneumocytes [70]. In our study, 18% of patients were
on treatment with ACEI / ARAII.

Study Limitations

e Obviously it is a small study (in any case it is a
descriptive study, not an analytical one and tests of
statistical significance are not used), and thus may not
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have collected symptoms that appear infrequently. In
other words, our study may not be useful to study rare
symptoms (the probability of finding a rare case is small).
However, that very fact of the small size of the study may
make the results reliable for frequent symptoms that
appear in the vast majority of patients.

e QOur data are not fully representative of the general
population. As, with other studies in primary care, such
as the report on the characteristics of the first 3802
people evaluated for SARS-CoV-2 within the primary
care surveillance network. sentinel of the Royal College
of General Practitioners [71], those cases with very mild
symptoms or no symptoms that they do not consult
are excluded and, instead, they reflect consultation
patterns where there are an excessive representation of
women and, in our case, young people ( reproducing the
demographics of the neighborhood served by the study
consultation).

Conclusion

In the context of general medicine in Toledo (Spain),
during the exponential growth phase and subsequent
decrease in cases, of the COVID-19 outbreak (March-May
2020), the symptoms previously described as common or
usual were the most frequent (fever, cough, and dyspnea),
and the severity was mostly mild, but some rarer symptoms
(such as anosmia/ageusia, diarrhea, odynophagia, chest pain,
anorexia, dysphagia, rhinorrhea, chilblains / gallbladders,
and petechiae) also they appeared infrequently, and a few
portions of patients developed severe pneumonia with
progression to lethal complications. Obvious epidemiological
risk factors (such as being a social or health worker and
having been in contact with a case) were frequent.

Whenapatientcomestothe consultationwithacomplaint
without diagnostic affiliation, one of the key challenges that
the general practitioner often faces is deciding the extent and
depth of the diagnostic study to be carried out, the diagnoses
to be considered and the degree of uncertainty assume. An
example of this situation is reflected in COVID-19. In order
to address this type of clinical-epidemiological dilemma, the
first consideration that must be taken into account, which
seems more than obvious, is that common symptoms and
usual epidemiological risk factors are frequent and the rare
are infrequent. This does not justify the fact that the latter
are systematically forgotten in the epidemiological-clinical
study, but of course it does not mean always including them
in the differential diagnosis. In COVID-19, too, we must first
think about the most frequent problems, with a nuance of
prudence. This recommendation has been reflected in the
popular aphorism: “If you hear hoofbeats, think horses not
zebras” [72], but we are also obliged to think about those
exceptional, but serious diseases [73].
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