S

ELS

Since January 2020 Elsevier has created a COVID-19 resource centre with
free information in English and Mandarin on the novel coronavirus COVID-
19. The COVID-19 resource centre is hosted on Elsevier Connect, the

company's public news and information website.

Elsevier hereby grants permission to make all its COVID-19-related
research that is available on the COVID-19 resource centre - including this
research content - immediately available in PubMed Central and other
publicly funded repositories, such as the WHO COVID database with rights
for unrestricted research re-use and analyses in any form or by any means
with acknowledgement of the original source. These permissions are
granted for free by Elsevier for as long as the COVID-19 resource centre

remains active.



48 Cartas cientificas / Arch Bronconeumol. 2021;57(52):45-63

respiratory infection which in turn can lead to Acute Respiratory
Discomfort Syndromes (ARDS). In addition to a diffuse alveolar
damage with severe inflammatory exudation, patients with COVID-
19 can present immunosuppression with decreased CD4+T and
CD8+ T cells.® This clinical scenario opens the door for the deve-
lopment of coinfections by opportunistic microorganisms. Within
this context, different published reports have shown the impor-
tance of assistant doctors and laboratory specialists in verifying
the occurrence of potential coinfections, such as aspergillosis,
candidiasis, mucormycosis, or cryptococcosis that could lead to
co-morbidities in patients with COVID-19.”

The incidence of invasive infections caused by opportunistic
fungal species has increased in recent decades. These fungi are nor-
mally difficult to diagnose, resistant to many antifungals, and are
associated with high mortality rates.® In the 1980s, the invasive
Trichosporon infection was considered the second most common
cause of fungemia among immunosuppressed patients who also
suffered from hematological diseases, hemochromatosis, end-stage
renal disease, or who were on a long-term corticosteroid treat-
ment. Depending on the age, underlying conditions, presence of
neutropenia, and clinical treatments, the mortality rates of patients
suffering from an invasive tricosporonosis infection can range from
30% to 90%.°-'1 Until now, our case is the first report that shows a
Trichosporon infection in a COVID-19 patient.

In conclusion, we report a case of a triple pulmonary coinfection
in an immunocompetent patient with severe SARS-CoV-2 pneumo-
nia. As the pandemic continues to spread around the world, other
reports to assess the frequency of emergent and reemerging highly
resistant bacterial and fungal coinfections in individuals suffering
from COVID-19 are needed. These coinfections impose severe com-
plications in COVID-19 patients that might lead to death due to the
aggravation in the primary viral condition.
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Costocondritis y espondilitis diferidas por )
Candida en paciente post-COVID-19 tratado A
previamente con corticoides, antibidticos y

tocilizumab

Delayed Candida Costochondritis and Spondylitis in a
Post-COVID-19 Patient Previously Treated With Corticosteroids,
Antibiotics, and Tocilizumab

Estimado Director:

Una proporcién significativa de los pacientes con formas mode-
radas o graves de la infeccién por SARS-CoV-2 requieren ingreso

en Unidades de Cuidados Intensivos (UCI)!2. Los ingresos pro-
longados en las UCI son un factor de riesgo conocido para el
desarrollo de infecciones nosocomiales por Candida spp.>* Aun-
que no esta del todo demostrado si los pacientes con COVID-19
tienen una incidencia de infecciones por Candida spp. mayor que
otros pacientes, algunos trabajos recientes sugieren que presentan
un riesgo mayor de candidemia que otras cohortes retrospectivas
no-COVID-19°. Ademads de los factores de riesgo conocidos para el
desarrollo de una candidemia en pacientes ingresados en una UCI,
debe tenerse en cuenta que la frecuente combinacién de farmacos
inmunosupresores (corticoides), antibidticos de amplio espectro y
de inhibidores del receptor de la interleucina-6 (IL-6), en pacientes
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Figura 1. A)y B) Imagenes axiales de TC (A) y de RM (B), que muestran una lesion focal que afecta al cartilago del séptimo arco costal anterior derecho (flecha) y un aumento
de partes blandas perilesional (asteriscos). C) Imagen axial de PET/TC en la que se observa un foco hipermetabélico en el cartilago del séptimo arco costal anterior derecho
(flecha). D) a G) Imagenes sagitales potenciadas en T1 (D), STIR (E) y T2 (F) y axial potenciada en T2 (G) de RM de columna vertebral lumbar, en las que se identifica una lesién
focal ésea en el platillo vertebral superior izquierdo del tercer cuerpo vertebral lumbar (asterisco). H) Biopsia con aguja gruesa (flecha), con control radioldgico de la lesion
focal del cartilago del séptimo arco costal anterior derecho con control radiolégico. I) Biopsia con aguja gruesa (flechas), con control radiolégico de la lesion focal 6sea del

tercer cuerpo vertebral lumbar.

coninfecciones graves por SARS-CoV-2 puede aumentar el riesgo de
infecciones nosocomiales por Candida spp.°~® Presentamos el caso
de un paciente post-COVID-19 que desarrolld, cuatro meses des-
pués de un ingreso en UCI por una infeccién grave por SARS-CoV-2,
dos focos infecciosos por Candida albicans de forma diferida en el
sistema musculoesquelético, los cuales fueron tratados de forma
conservadora.

Se trata de un varén de 53 afios que consulté en Urgencias de
nuestro hospital por dolor tordcico y lumbar, y en quien se detecto,
en la exploracién fisica, una masa dolorosa palpable en hemit6-
rax anterior derecho. El paciente habia estado ingresado cuatro
meses antes por una infeccién respiratoria grave por SARS-CoV-2,
que requirié ingreso en la UCI con ventilacién mecéanica durante
10 dias. Por lo demas, no tenia antecedentes médicos significa-
tivos. Durante el ingreso en la UCI, el paciente fue tratado, entre
otros farmacos, con antibiéticos (azitromicina y ceftriaxona), corti-
coides (80 mg/24 h durante la estancia en UCI) y tocilizumab (dos
dosis de 600 mg), y desarrollé una candidemia asociada al uso de
catéter intravenoso, que fue tratada con retirada del catéter y anti-
fangicos. Dados estos antecedentes, se decidi6 ingresar al paciente
desde Urgencias. Las radiografias de térax y de columna lumbar
no mostraron alteraciones significativas, pero en varias pruebas de
imagen (TC, RM y PET/TC), se detect6 un aumento de partes blan-
das rodeando el séptimo cartilago costal anterior y una lesién focal
6sea en el cuerpo de la tercera vértebra lumbar (fig. 1A-G). Una
biopsia con aguja gruesa de ambas lesiones descarté la posibilidad
de una neoplasia y confirmé una infeccién (costocondritis y espon-
dilitis) por Candida albicans polisensible (fig. 1H-I). El paciente esta
siendo tratado con antiftingicos (fluconazol 800 mg/24 h durante
seis meses) y analgésicos, sin requerir tratamiento quirdrgico, por
el momento, de los dos focos infecciosos.

No esta clara si la incidencia de candidemia en pacientes con
COVID-19 es mayor que en otros grupos de pacientes, aunque algu-
nos trabajos recientes sugieren que en pacientes con COVID-19, la
candidemia es mas frecuente que en cohortes histéricas no-COVID-
19°. Los pacientes con infeccién grave por SARS-CoV-2 ingresados
en la UCI presentan muchos de los factores de riesgo asociados para
desarrollar una candidemia, pero se desconoce si su incidencia es
mayor o menor que en otros grupos de pacientes®. A los factores
de riesgo conocidos para desarrollar una candidemia en pacien-
tes ingresados (como un score de la clasificacién Acute Physiology
and Chronic Health Evaluation [APACHE] elevado en la UCI, dia-

betes, insuficiencia renal, utilizacién de antibioterapia de amplio
espectro y/o de terapia inmunosupresora [como los corticoides],
nutricién parenteral, presencia de catéteres vasculares centrales, y
la ventilacién mecanica invasiva) hay que afadir el uso de los inhi-
bidores del receptor de IL-6, como el tocilizumab, en el tratamiento
de los pacientes con COVID-19, que parece aumentar el riesgo de
infecciones por Candida spp.6-® Si bien hemos encontrado varios
trabajos recientes que describen candidemias durante el ingreso
en UCI, nuestro paciente presenté ademas, como complicacién dife-
rida cuatro meses después del ingreso en UCI, una costocondritis y
una espondilitis fangica (ambas confirmadas microbiol6gicamente,
tras obtencién de muestras tisulares percutaneas con control radio-
l6gico), que fueron detectadas con diferentes técnicas de imagen
y exitosamente tratadas (por el momento) con tratamiento anti-
fangico. No hemos encontrado ningln caso de infeccién diferida
por Candida spp. del sistema musculoesquelético en pacientes
post-COVID-19 (la mayor parte de los casos publicados tnica-
mente presentaron candidemia, salvo un paciente que desarroll6
una endoftalmitis y otro una endocarditis®). Igualmente, no hemos
encontrado ningiin caso en la literatura en la que una costocondritis
por Candida spp. se haya manejado sin tratamiento quirtrgico'%-13,

Creemos que este caso refleja una complicacién flingica diferida
multifocal, no descrita previamente en un paciente post-COVID-19
que presentaba factores de riesgo para candidemia. El diagnéstico
microbiolégico precoz de esta complicacién permitié un manejo
terapéutico conservador 6ptimo. Asimismo, el caso presentado
nos recuerda que los pacientes post-COVID-19 pueden presentar
complicaciones diferidas relacionadas con los tratamientos admi-
nistrados en la fase aguda de la enfermedad, mas alla de las secuelas
pulmonares que empiezan a detectarse en los pacientes supervi-
vientes.
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Acute Eosinophilic Pneumonia Associated )

With SARS-CoV-2 Infection

Neumonia eosinofilica aguda asociada con la infeccion
por SARS-CoV-2

Dear Editor,

Acute eosinophilic pneumonia (AEP) is a rare condition cha-
racterized by an eosinophil infiltration of pulmonary parenchyma,
which leads to an acute respiratory illness. It can be idiopathic
or secondary to various agents, including infectious diseases.! We
describe a case of AEP related to SARS-CoV-2 infection, expressed
as a recurrence of respiratory symptoms after initial recovery from
Covid-19 pneumonia.

A 61-year-old man without relevant medical history arrived
at the emergency room with dyspnea, having started with fever
and cough 2 weeks before. He did not smoke and denied other
toxic use. A chest x-ray showed bilateral peripheral opacities and
a nasal-oropharynx PCR for SARS-CoV-2 was positive. Mild ele-
vation of ferritin, CRP and IL-6 was observed. The patient was
admitted to the hospital with the diagnosis of Covid-19 pneumonia
and treatment began with hydroxychloroquine, azithromycin and
lopinavir/ritonavir (following the current hospital protocol at that
moment), plus oxygen therapy at an initial FiO, of 28%. Patient’s
clinical and respiratory condition progressively improved and he
was discharged after 5 days.

He came back to the hospital after one week because of
recurrence of dyspnea and mild fever. New bilateral consolida-
tions were observed in the chest X-ray, with no major changes
in inflammatory parameters compared to previous admission.
Slight elevation of neutrophils was observed, with normal eosi-
nophil count (200 cells/ml). The PCR for SARS-CoV-2 at this time
was negative. With the suspicion of infectious vs inflamma-
tory complication, ceftriaxone and iv methylprednisolone 60 mg

per day were started, and the patient was readmitted to the
hospital.

The CT scan showed bilateral subpleural ground glass opaci-
ties with areas of consolidation, with an air bronchogram sign and
associated bronchiectasis (Fig. 1a). A bronchoscopy for bronchoal-
veolar lavage (BAL) and transbronchial biopsy was performed on
the fifth day after admission. Bacterial cultures and bacilloscopy
of BAL, bronchial aspirate and biopsy were negative. SARS-CoV-
2 PCR was positive in bronchial aspirate but negative in BAL. The
differential cell count in BAL fluid had 50% macrophages, 30% lymp-
hocytes, and 20% polymorphonuclears (including 5% eosinophils).
The biopsy showed a prominent mixed infiltrate in interstitium
and alveoli with numerous eosinophils, compatible with partially
treated AEP (Fig. 1b).

The patient completed one week of hospitalization, with both
clinical and radiological improvement, and he was discharged con-
tinuing prednisone at a dose of 30 mg per day. During follow up
in outpatient consultation the study was completed with HIV and
Strongyloides stercoralis serology, as well as ANA and ANCA anti-
bodies, which were all negative. A CT scan was repeated after one
month, showing resolution of consolidation areas with persistence
of minimum ground glass infiltrates. At this time, complete func-
tional recovery was objectified with a forced vital capacity of 141%
with no obstructive espirometric pattern, a carbon monoxide dif-
fusion capacity of 84%, and absence of oxygen desaturation in the
six minute walking test.

AEP presents as an acute respiratory illness, whose symptoms
appear within days or weeks. Severity can go from mild disease to
acute respiratory distress syndrome, with potential progression to
death. It can be idiopathic or secondary to inhalational toxics, drugs
or infections.!

Diagnosis is challenging, especially during the current pande-
mic situation, since the clinical picture might resemble COVID-19
disease.” Diagnosis is based on clinical and laboratory criteria, with
a leading role of cytological analysis of BAL fluid, where eosinop-
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