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Abstract

Aspergillus is a fungus capable of causing a wide spectrum of diseases, ranging from allergic manifestations
to potentially life-threatening invasive infections. Several studies have demonstrated an association between
severe influenza and Aspergillus infection.

The case report refers to a 74-year-old man admitted with respiratory symptoms and severe hypoxemia
requiring invasive mechanical ventilation in the context of influenza A infection. The patient was treated with
oseltamivir followed by empirical antibiotic therapy due to suspected bacterial superinfection with persistent
severe respiratory failure. Bronchofibroscopy revealed a positive galactomannan assay in bronchoalveolar
lavage fluid rising the suspicion of pulmonary aspergillosis followed by positive cultures. Treatment with
voriconazole was initiated with a slow but favorable clinical course.

This case highlights the diagnostic challenges of pulmonary aspergillosis in immunocompetent patients and the
importance of maintaining a high index of suspicion in patients with severe influenza and persistent respiratory
impairment. Early recognition of this complication and prompt initiation of antifungal therapy are essential to

improve prognosis.
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Learning Points

e Rare cause of persistent respiratory infection that should be considered when first-line treatment fails.

e Pulmonary aspergillosis is a rare cause of illness in immunocompetent patients.

e Revisiting the diagnosis is crucial when the clinical course deviates from expectations.

1. INTRODUCTION

Aspergillus is a fungus that can cause a broad
spectrum of diseases, ranging from allergic
conditions to infectious disease. Infectious
manifestations  include  chronic  airway
colonization as well as potentially fatal invasive
disease. Invasive pulmonary aspergillosis is a
well-recognized condition that predominantly
affects  immunocompromised individuals.
However, it can also occur in immunocompetent
patients [1].

It has long been recognized that patients with
influenza are  susceptible to  bacterial
superinfections but several studies and published
case reports have established an association
between aspergillosis and influenza, particularly
in patients requiring treatment in Intensive Care
Units [2,3]. Severe influenza appears to cause
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epithelial damage and immune dysregulation,
thereby increasing susceptibility to Aspergillus
infection [4].

2. CASE DESCRIPTION

A 74-year-old man, former smoker (63 pack-
year) with a medical history of obstructive sleep
apnea, obesity (BMI of 38kg/m?), hypertension
and dyslipidemia, presented to the Emergency
Department (ED) with fever, cough, and fatigue.
On admission he was tachypneic and had severe
hypoxemia. Pulmonary auscultation revealed
bilateral diffuse wheezing. Chest computed
tomography (CT) showed bilateral ground-glass
opacities (Fig. 1). Laboratory evaluation showed
elevated inflammatory markers.

During the stay in ED the patient’s clinical
condition  deteriorated requiring invasive
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mechanical ventilation. On further
investigations, it was detected an influenza A
infection for which he received a 10 day course
of oseltamivir. He developed a bacterial

superinfection without identification of the
causative agent and was started on empirical
antibiotic therapy with normalization of the
inflammatory marks.

Figure 1

Figure 2

Figure 3
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An Enigmatic Case of Giant Cell Arteritis

After completion of antibiotic treatment,
weaning from mechanical ventilation proved
difficult, prompting repeat microbiological
cultures and a new chest CT scan (Fig. 2). This
revealed persistent ground-glass opacities and
consolidations with areas of tissue loss in the
anterior segment of the right upper lobe.
Bronchofibroscopy  revealed a  positive
galactomannan assay with further isolation of
Aspergillus fumigatus. No other pathogens were
isolated from the bronchoalveolar lavage fluid.
Treatment with voriconazole was initiated.

After 2 weeks of voriconazole, chest CT was
repeated which demonstrated cavitation with
evidence of an aspergilloma (Fig. 3). The patient
showed a slow but favorable clinical evolution
being discharged after 2 months of hospital stay.

3. DISCUSSION

In patients with influenza who continue to exhibit
severe respiratory impairment after treatment, a
wide range of differential diagnoses may account
for the clinical condition, including
superinfection,  pulmonary  edema, and
hemorrhage. The use of complementary
diagnostic tools allows clarification of the

underlying cause in many cases.
Bronchofibroscopy enables  microbiological
cultures, galactomannan testing, and other

diagnostic studies that facilitate identification of
the causative agents [5].

In the present case, the initial bacterial
superinfection may have contributed to a delay in
the diagnosis of fungal infection. Only after
completion of empirical antibiotic therapy was
bronchofibroscopy performed, revealing a
positive galactomannan assay and Aspergillus
fumigatus isolation in bronchoalveolar lavage
fluid and leading to the diagnosis of invasive
aspergillosis. As the clinical and radiological
manifestations of aspergillosis may be
nonspecific, early recognition of this infection is
crucial to allow prompt initiation of antifungal
therapy [6].

Voriconazole is the first-line treatment for
invasive pulmonary aspergillosis and was used in
the present case, resulting in a favorable clinical
outcome. However, in refractory cases, switching

to antifungal agents from different classes may be
considered [5,7].

This case was particularly challenging because
fungal infection is not usually considered early in
immunocompetent patients. Influenza-associated
pulmonary aspergillosis is a severe complication
with rapid progression and is associated with
increased morbidity and mortality. Early
recognition of influenza as a risk factor for
invasive pulmonary aspergillosis is essential to
guide treatment strategies, as early initiation of
therapy improves outcomes.
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