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CLINICAL CASE

INFLUENZA AND COVID-19 CO-INFECTION:
REPORT OF FIVE CASES IN A PERUVIAN HOSPITAL

COINFECCION DE COVID-19 E INFLUENZA: REPORTE DE CINCO CASOS EN UN HOSPITAL PERUANO

Kenneth G.Vargas-Ponce'?, Juan A. Salas-Lopez'2®, Félix K. Llanos-Tejada'**?, Antonio Morales-Avalos'®

ABSTRACT

COVID-19 disease is an easily transmitted infection like other respiratory viruses, with cases of Influenza
coinfection reported at seasonal times. There are 5 cases of coinfection of COVID-19 and the influenza
virus. Influenza A virus being the most frequent. Symptoms of coinfection between these two viruses
may suggest odynophagia and nasal congestion in the patients evaluated, no mortality was observed.
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RESUMEN

La enfermedad de COVID-19 es una infeccion de facil transmisién al igual que otros virus respiratorios,
reportandose casos de coinfeccién de Influenza en épocas estacionales. Se presentan 5 casos de
coinfeccién de COVID-19y el virus de la Influenza siendo el mas frecuente el virus de la Influenza A, los
sintomas odinofagia y congestion nasal pueden hacer pensar en coinfeccién existente entre estos dos
virus, en los pacientes evaluados, no se observé mortalidad.

Palabras clave: Infecciones por coronavirus; Virus de la influenza A; Coinfeccién (fuente: DeCS BIREME).

INTRODUCTION

SARS-CoV-2 is a new strain of Coronavirus that
causes COVID-19 disease, characterized by
acute respiratory distress. This disease produces
significant morbidity and mortality, causing
epidemic outbreaks in several countries, so the
World Health Organization declared it a pandemic |t is reported that 94.2% of COVID-19 patients may
on March 11, 2020. Peru has more than 200,000 be coinfected with one or more other pathogens,
confirmed cases and more than 6,000 deaths from and the main focus is related to bacteria®.
this disease being the second country in Latin  Coexistence with other respiratory viruses has been
America with the highest cases of deaths, behind  reported.The most frequently found was Influenza,
Brazil™. of a similar clinical presentation, transmission
mechanism, and of seasonal coincidence®”.

more than 650,000 deaths have been reported
worldwide. In 2018, Peru had 760 positive cases for
influenza and it was recorded that 35% of deaths
from influenza syndrome that same year were
positive for this virus®.

With regard to influenza, during the epidemic of
2009, it was reported more than 10,000 cases and  The association of COVID-19 with other respiratory
over 300 deaths?. Recently, in the last two years, viruses at this time of pandemic is not ruled out,
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however, early suspicion of this coinfectionis difficult
due to the variable and atypical symptoms, which
could worsen the prognosis of the patients.

CASE REPORT

We present our experience in 5 cases of coinfection
of COVID-19 and the influenza virus, whose general
characteristics are shown in Table 1.

We present 3 male patients (60%) and 2 female
patients (40%), with an average age of 49.4 years
of age (20 - 67 years old). The most frequent
comorbidities were obesity in 80% of the patients,
followed by hypertension and diabetes in 40%.

None of the patients had SARS-VOC-2 contact, the
average time of illness was 8.8 days from the onset
of symptoms until hospitalization (5 - 14 days). The
symptoms were fever, cough, dyspnea, myalgia, and
fatigue in 100% of patients, headache and nasal
congestion in 80%, odynophagia in 40% and in 20%,
diarrhea, and expectoration.

The confirmatory diagnosis of SARS-COV-2 infection
was made by the detection of serum IgM / IgG
antibodies and RT-PCR by nasopharyngeal swab.
For confirmation of Influenza, the diagnosis was by
IgM using the indirect immunofluorescence (IFl)
technique.IFlruled outthe presence of Chamydophila
Pneumoniae, Mycoplasma Pneumoniae, Legionella
Pneumophila, Parainfluenza 1,2, and 3, Respiratory

Syncytial Virus and Adenovirus.

Laboratory tests showed leukocytosis in 60% of
patients, elevated CRP in 100% of patients and
lymphopenia in 80% of patients, serum procalcitonin
was elevated (>0.25 ng/ml) in 60% of patients.
D-dimer test was performed in 4 patients and it was
elevated in all of them. Ferritin test was performed
in 3 patients, of which it was elevated in 2 of them.
All were in Type | respiratory failure with PaO2/FiO2
average 197 mm Hg (52 - 348 mm hg).

The radiological findings show predominantly
bilateral peripheral interstitial pattern and only 1
case presented an interstitial alveolar pattern (see
Figure 1).

No patient received antiviral therapy, patients
required supplemental oxygen with a fraction of
inspired oxygen O2 on average of 50%. All the
patients received the SARS-COV-2 treatment from
our institution, which is Hydroxychloroquine,
Azithromycin, Methylprednisolone, and Enoxaparin,
according to the recommendations of the Ministry
of Health (MINSA)®. 80% of the patients had a
favorable evolution and an early discharge from the
hospital, and only one patient had an unfavorable
evolution due to probable overgrowth infection and/
or progressive COVID with severe respiratory failure
with Pa0O2 / FiO2 less than 100 mmHg, therefore who
is transferred to the intensive care unit (ICU).
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Figure 1. mages of the chest radiograph of patients. A. Patient 1, bilateral interstitial pattern with peripheral
predominance is evident. B. Patient 2, a bilateral interstitial pattern associated with left basal alveolar pattern
is evident. C. Patient 3, bilateral interstitial pattern with peripheral predominance is evident. D. Patient 4,
a peripherally predominant bilateral interstitial pattern is evident. E. Patient 5, a peripherally predominant
bilateral interstitial pattern is evident, associated with a left basal alveolar pattern.

Table 1. Clinical findings in 5 patients with Influenza and COVID-19 coinfectiontreated at Hospital Dos de
Mayo. Lima, Peru, 2020.

Patient 1 Patient 2 Patient 3 Patient 4 Patient 5
Age 67 20 56 52 52
Gender Female Male Male Female Male

Comorbidities

Cancer No No No No No
Obesity Yes Yes No Yes Yes
Hypertension Yes No No No Yes
Diabetes Yes No No No Yes
Heart failure No No No No No
COVID-19 RT-PCR Positive Positive Positive Positive Positive
Influenza virus Influenza A Influenza B Influenza A Influenza A Influenza A
Signs and symptoms
Fever Yes Yes Yes Yes Yes
Cough Yes Yes Yes Yes Yes
Dyspnea Yes Yes Yes Yes Yes
Myalgia Yes Yes Yes Yes Yes
Fatigue Yes Yes Yes Yes Yes
Headache Yes Yes Yes Yes No
Diarrhea No Yes No No No
Nasal congestion Yes No Yes Yes Yes
Coughing No Yes No No No
Odynophagia No No No Yes Yes
Laboratory results
Leukocytes mm? 4470 18010 19070 8850 13050
Lymphocytes cel / mm? 678 1009 837 1628 1110
Ferritin ng/ml 147 725 879 NT NT
Pig. 740 | ’:@'
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D-Dimer, mg /L 0.51 2.74 0.89 NT 0.76
Po2 mmHg 67.6 73.1 47.1 52 67.3
Pao2/fio2 mmHg 169 348 52 926 321
Procalcitonin 1.01 0.74 0.19 0.16 0.91
Radiological patterns
Interstitial Yes Yes Yes Yes Yes
Alveolar No Yes No No Yes
Evolution High High uci High High

NT = No

DISCUSSION procalcitoninin 2 patients, which leads to suspicion of

COVID-19 disease can occur simultaneously with
other infections such as seasonal influenza and,
according to Azekawa et al, it can significantly
suppress the host's immune system and be
detrimental to the prognosis of the disease, making
it difficult to distinguish symptoms of the two
conditions from each other and especially during the
influenza season®.

In our service, it was found that of 38 patients
infected with COVID-19 who were asked for IFl, 13%
had an infection due to over aggregated influenza,
this being a rate incidence higher than that reported
by Qiang®. This result may be because Influenza is
a seasonal virus and it is common during the fall
season. 80% of patients had Influenza A and only
1 patient had Influenza B, contrary to the data
published by Zhu® where the Influenza B virus was
the most frequently found in patients with COVID-19
and similar to the data reported by Ding® and
Kim® concluding that the Influenza A virus is more
frequently associated with COVID-19.

In both Influenza and COVID-19, comorbidities
such as obesity, hypertension, and diabetes have
been found to be associated with an increased risk
of severity""'?. These comorbidities were the most
frequently found in this report.

The most frequent symptoms found were fever,
cough, myalgia, fatigue, and dyspnea, similar
to those reported by COVID-19 infection and
Influenza® making it difficult to distinguish them
based on symptoms. Other symptoms are nasal
congestion and odynophagia which are not common
of COVID-19 and their presence makes us think of
COVID-19 coinfectionwith Influenza, which is similar
to the findings found by Ding®®.

The results of the laboratory admission showed
leukocytosis in 3 patients and in elevated

an aggregate bacterial infection, which predisposes
to a worse prognosis in COVID-19. Other laboratory
abnormalities associated with a worse prognosis are
elevated CRP, present in 100% of our patients, and
lymphopenia in 80%. The severity is also related to
increased D-dimer and ferritint®),

The chest x-ray showed bilateral peripheral
interstitial pattern in 80% of patients and 40% had
an interstitial alveolus pattern. This imaging finding
can be attributed to the progression of COVID-19
disease®,

No patient received antiviral treatment for Influenza
due to the average illness time, which is 8.8 days.
Studies have shown clinical benefit when antivirals
are started within 2 days of symptom onset?. There
is still no evidence of an effective treatment against
COVID-19, however, all patients received the MINSA-
approved treatment for COVID-19®, Leukocytosis
patients received antibiotic treatment associated
with the outline for suspected associated bacterial
infection.

80% of the patients were discharged due to clinical
improvement despite having factors associated with
poor prognosis such as comorbidities and laboratory
abnormalities. These findings were similar to those
reported by Ding where only 15.7% of the patients
with COVID-19 and Influenza developed a severe
disease®, likewise, Ozaras described that no patient
with a coinfection of COVID-19 and Influenza needed
ventilatory support and all improved without any
complication™ suggesting that patients with a
coinfection of COVID-19 and the Influenza virus did
not significantly worsen the condition, contrary to
reported by Zhu, who indicate that co-infections of
Influenza A and Influenza B may increase the risks of
patients with COVID-19%, which is why vaccination is
recommended due to the lack of antiviral treatment
to be able to adequately combat the Influenza
infection®.
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Among the limitations, we can mention that the
reported patients did not have a chest tomography
which might be necessary to better characterize
the lung lesions, and some patients did not have a
ferritin and D-dimer laboratory test due to lack of
reagents in our hospital.

CONCLUSION

Patients with COVID-19 infection show coinfection
with the Influenza virus, and more frequently with
the Influenza A virus, so we suggest testing all
COVID-19 patients for other viruses and/or bacteria.
Nasal congestion and odynophagia are symptoms
that may suggest coinfectionwith the Influenza virus.
No mortality was observed in the patients described.

More exhaustive studies are needed to corroborate
the findings found in this report and thus be able to
present more complete and solid conclusions.
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