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Intestinal perforation in patient with COVID-19
infection treated with tocilizumab and
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corticosteroids. Report of a clinical case”

Perforacion intestinal en paciente COVID-19 en tratamiento con
tocilizumab y corticoides. A propdsito de un caso

During the current SARS-CoV-2 virus pandemic, an extensive
therapeutic arsenal is being used that includes uncommonly
used drugs, so it is important to understand their possible
adverse effects.

We present the case of a patient admitted for respiratory
infection due to COVID-19, who presented an acute colic
perforation after being treated with high doses of corticoste-
roids and tocilizumab. Similar clinical cases have been
reported in patients with autoimmune diseases treated with
tocilizumab, although the information about intestinal perfo-
rations and COVID-19 infection is very scarce. However, as the
clinical spectrum of the virus is apparently broad,' the
possibility that it is the only underlying cause cannot be
completely ruled out.

Our patientis a 66-year-old male with metabolic syndrome
as the only history of interest, with no regular treatment. In
the context of acute respiratory failure secondary to COVID 19,
he presented abdominal pain with guarding and increased
leukocytosis and associated PCR. Abdominopelvic CT identi-
fied abundant pneumoperitoneum secondary to perforation of
the right colon. Right colectomy was performed, observing no
signs of ischemia or diverticula in the surgical specimen.

Previously, the patient had been treated with methylpredni-
solone (100 mg/day for 5 days), tocilizumab (single 600 mg dose,
corresponding with 8 mg/kg) and 15 days prior to the procedure,
azithromycin, hydroxychloroquine and lopinavir/ritonavir. The
biopsy revealed an area of necrosis with ulceration of the
mucosa measuring 12 mm on the anterior side of the cecum,
with no signs of malignancy or other areas of ischemia.

Tocilizumab is a humanized monoclonal antibody
that blocks both soluble and membrane receptors of interleukin

6, thereby inhibiting the inflammatory cascade generated by said
mediator. It is commonly used in autoimmune diseases as part
of the group of disease-modifying biological drugs.

This drug has not yet been approved by the Food and Drug
Administration to treat COVID-19 pneumonia. However, its
use in severe cases has become widespread in the context of
the pandemic.

Its safety was evaluated in the LITHE? clinical trial, which
described serious gastrointestinal complications as uncom-
mon and appearing in patients under concurrent treatment
with corticosteroids or NSAIDs (Fig. 1).

Fig. 1 - Axial computed tomography image with contrast of
the patient showing abundant pneumoperitoneum and
inflammatory changes in the cecum (red arrow), a finding
that suggests cecal perforation.
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Nevertheless, several studies indicate a higher risk of lower
intestinal perforation in patients treated with tocilizumab,*”
with a described incidence of close to 2/1,000 patients/year in
whom at least one dose of tocilizumab has been administered,®
especially at 8 mg/kg versus 4 mg/kg.” Similarly, the risk of
intestinal perforation is higher compared to other disease-
modulating biological drugs.®*®° These perforations appear in
the first 12 months after treatment, do not increase over time,>”’
and are always more frequent in patients who have received
corticosteroids.”® A possible explanation could be the role of IL-
6° in the intestinal barrier function, as well as a lower intensity in
the immediate inflammatory response.” Finally, it should be
noted that mortality after perforation in these cases can reach
46%,> a fact that would significantly worsen the already
uncertain prognosis of patients with COVID-19 infection.™
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Retrorectal broncogenic cyst”™

Quiste broncogénico retrorrectal
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Bronchogenic cysts develop between the third and seventh
weeks of intrauterine life and are due to abnormalities in the
embryological development of the primitive intestine and the

tracheobronchial tree. Their typical location is mediastinal,
while retroperitoneal cysts are very infrequent and the
retrorectal location is exceptional.
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