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Case report

Pneumatosis intestinalis in a patient with COVID-19

Paige Aiello

SUMMARY

A 73-year-old man with significant medical

history including renal transplantation and chronic
immunosuppression presented to the hospital with

acute respiratory failure. His initial treatment included
steroids for concern for Pneumocystis jiroveci pneumonia,
although this was later excluded as the diagnosis. The
patient’s illness was consistent with COVID-19; however,
he was not diagnosed with the virus until late in his
course. The patient was found to have pneumatosis
intestinalis that was successfully managed conservatively.
Despite his multiple medical comorbidities, the patient
had a positive outcome following COVID-19 infection.
We discuss the association of pneumatosis intestinalis
and COVID-19, and we investigate the various factors,
including immunosuppression, that could play a role in
this patient’s successful recovery from the virus.

BACKGROUND

The COVID-19 was first reported to the WHO
China Country Office as cases of pneumonia of
unknown aetiology on 31 December 2019." The
first confirmed case in the USA was reported on
20 January 2020, in Washington State.> COVID-19
reportedly reached the state of Michigan on 10
March 2020 and the state became an early epicentre
of the disease.’

According to the Centers for Disease Control
and Prevention, common symptoms of COVID-19
include fever, cough, shortness of breath, muscle
aches and even loss of taste or smell. Gastrointes-
tinal (GI) manifestations include nausea, vomiting,
diarrhoea and abnormal liver function.* Other
less common manifestations have included head-
aches, dizziness, conjunctivitis, ocular irritation and
erythematous rash.>” In this report, we present
the case of a transplant patient on immunosup-
pressive medication infected with COVID-19 that
developed pneumatosis intestinalis (PI). Although
there have been reports of PI in association with
COVID-19 in recent literature, it has not been a
common GI manifestation of the virus.

CASE PRESENTATION

A 73-year-old African-American man with a medical
history of essential hypertension, diabetes mellitus,
atrial fibrillation, heart failure with preserved ejec-
tion fraction, coronary artery disease, aortic stenosis
status post-transcatheter aortic valve replacement
(December 2019) and history of deceased donor
renal transplant (2013) for end-stage renal disease
originally presented to the hospital in Detroit,
Michigan, on 20 January 2020, for anaemia and
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heart failure exacerbation. After 2 weeks of inpa-
tient management, the patient was discharged to
an inpatient rehabilitation facility (IRF) for therapy
due to decreased functional status. Although the
patient’s previous maintenance immunosuppres-
sion included tacrolimus, prednisone and myco-
phenolate mofetil, he was discharged on only
tacrolimus and prednisone. Mycophenolate mofetil
was stopped due to chronic anaemia, and predni-
sone dose was increased. On 14 February 2020, the
patient was discharged home from IRF on room air
with a normal physical examination.

On 15 February 2020, less than 24 hours after
discharge, the patient presented to an outside
hospital (OSH) for shortness of breath. At presen-
tation, the patient was afebrile, hypertensive,
tachypnoeic, clinically fluid overloaded and in
atrial fibrillation with rapid ventricular response.
He also had an acute kidney injury. A chest X-ray
on admission demonstrated bilateral interstitial
opacities, concerning for multifocal pneumonia
(figure 1). His white cell count (WCC) was 16.7 k/
mm?, lactic acid dehydrogenase (LDH) was 525 U/L
and alanine aminotransferase (ALT) was 34 U/L.
He was admitted to the intensive care unit (ICU)
and intubated on hospital day 2 for acute respira-
tory failure. According to OSH records, the patient
was treated with the provisional clinical diagnosis
of Pneumocystis jiroveci pneumonia (PJP) because
he had undergone a broncheolar lavage during his
original hospital stay on 25 January 2020, which
yielded negative bacterial, fungal, viral and acid-fast
bacillus results, as well as negative PJP PCR, but the
patient was on chronic immunosuppression, with
a recent increase in steroid dosage and had find-
ings of bilateral interstitial opacities concerning for

Figure 1

Anteroposterior (AP) portable chest X-ray
demonstrates extensive bilateral mixed alveolar and
interstitial opacities in the mid to lower lungs.
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multifocal pneumonia. He was initially started on trimethoprim/
sulfamethoxazole but was quickly transitioned to primaquine and
clindamycin due to hyperkalaemia. He was also started on high
dose prednisone with taper as part of PJP treatment protocol.

PJP PCR returned negative. The patient did not respond to
volume removal. The presumptive diagnosis was changed to
bacterial pneumonia, and he was started on broad spectrum anti-
biotics: vancomycin, azithromycin and piperacillin/tazobactam.

A transoesophageal echocardiogram performed on 18
February 2020 was negative for endocarditis and valvular
dysfunction. The patient’s ventilator requirements increased
to fractional inspired oxygen of 100% and a positive end-
expiratory pressure of 12 cm H,O. Serial chest X-rays continued
to show worsening diffuse airspace opacities and bilateral infil-
trates concerning for multifocal pneumonia and consistent with
acute respiratory distress syndrome (ARDS). A CT scan of the
chest, abdomen and pelvis was performed on 26 February 2020,
which confirmed diffuse lung opacities and small pleural effu-
sions with no intra-abdominal findings. The presumptive diag-
nosis remained bacterial pneumonia, although there were no
positive microbiological studies, and the patient completed an
extended course of antibiotics. The patient was finally extubated
on 2 March 2020. The remainder of the course was uncompli-
cated, and he was discharged back to the IRF. On 4 March 2020,
the ferritin was 966 ng/mL. To the best of our knowledge, no
other inflammatory markers were obtained throughout the dura-
tion of the patient’s stay at the OSH.

On arrival at the IRF, the patient was afebrile, hypertensive,
had a regular heart rate and respiratory rate and was main-
taining appropriate oxygen saturation on room air. The patient’s
presenting WCC was 12.6 k/mm®, ALT was normal at 11 U/L and
ferritin was elevated at 1496 ng/mL. On day 9, LDH was 288 U/L
and C reactive protein was 5.9 mg/L, both slightly elevated, and
ferritin again elevated at 1558 ng/mL. The patient’s functional
status improved, and the patient was prepared for discharge to
a subacute rehabilitation (SAR) facility. SAR facilities in the area
were requiring COVID-19 testing prior to accepting patients.
The patient tested positive for COVID-19 on 4 April 2020. He
was treated with hydroxychloroquine 400 mg twice a day for
1 day followed by 400 mg once a day for 4 days. The patient
continued to test positive through 5 May 2020 but remained
free of symptoms.

On 6 May 2020, an abdominal X-ray showed a long segment
of pneumatosis along the distal transverse colon and ascending

Figure 2 Coronal CT of the upper abdomen imaged at lung window
settings documents linear intramural gaswithin the transverse colon
(arrows).

colon. A CT scan performed on 7 May 2020 confirmed the
diagnosis of PI (figure 2). The patient denied abdominal pain
and was tolerating diet. He was afebrile with normal vital signs,
and lactic acid was within normal limits. The abdominal phys-
ical examination revealed no positive finding. The patient was
managed conservatively with a course of oral metronidazole.
Subsequently, the patient tested negative for COVID-19 on 11
and 12 May 2020. He was discharged home without respiratory
or GI symptoms on 15 May 2020.

INVESTIGATIONS

Methods

COVID-19 testing at our institution was performed by nasopha-
ryngeal swab that was collected by healthcare professionals and
placed in Xpert viral transport medium and secured in double
zip locked bags. Samples were hand delivered to the microbi-
ology lab. A Cepheid SARS-CoV-2 real-time RT-PCR assay was
used. This is a fully automated system where sample processing/
RNA extraction and RT-PCR and detection happen in a closed
system.

OUTCOME AND FOLLOW-UP

The patient followed up in the transplant nephrology clinic on
8 June 2020. His review of systems was negative, and he had
no new complaints. He currently remains on haemodialysis with
a stable creatinine. His immunosuppression regimen includes
tacrolimus (1 mg every 12 hours) and prednisone (5 mg daily),
while mycophenolate mofetil is held for anaemia. He is toler-
ating diet and gaining weight.

DISCUSSION

PIis the finding of gas in the bowel wall. The diagnosis is usually
made using abdominal radiography or CT scan.® The exact
pathophysiology of Pl is not completely understood, but mucosal
integrity, bacterial flora, intraluminal pressure and intraluminal
gas have been reported to play a role in forming pneumocysts.’
The severity of PI ranges from benign to life threatening, and
treatment depends on severity. If the patient is critically ill or
unstable, surgery is warranted, but if the patient is stable and
asymptomatic, efforts should be made to address the underlying
issue causing the finding of PL.” '° Conservative management can
include antibiotics and elemental diet.'" '* Indications for oper-
ation include signs of perforation, peritonitis and abdominal
sepsis, as well as patients who do not respond to non-operative
management.” Other indications for operation include a combi-
nation of age over 60 years, elevated WCC, elevated lactic acid
and radiological finding of portal venous gas.'' *

PI is a rare but known entity in solid organ transplant
patients.’* '’ The majority of patients experience no symptoms
or vague, mild symptoms, and most cases resolve with conserva-
tive management.'* There is literature that suggests a relationship
between PI and use of systemic corticosteroids.””™” Although
GI symptoms have been reported since the beginning of the
COVID-19 outbreak, to date, there is limited literature regarding
the association of PI with the COVID-19 virus.'® ' Diarrhoea,
nausea and vomiting are commonly reported GI symptoms
associated with COVID-19.2°%* The virus has been detected in
the faeces of patients with and without GI symptoms and has
actually been shown to shed for a longer period of time in the
faeces than in the respiratory tract.”’* The virus host receptor,
ACE2, is expressed in absorptive enterocytes of the GI tract, and
viral RNA has been detected in tissue from throughout the GI

tract.zz 2425
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Figure 3  Cropped X-ray of the upper abdomen with multilamellated
collections of intramural gas within the transverse and ascending colon
(arrows), representing pneumatosis intestinalis.

The CT scan for this patient obtained on 26 February 2020
was reviewed with the radiology department, and it had no
evidence of PI. Two abdominal X-rays done for nausea and
diarrhoea at IRF prior to 6 May 2020 were reviewed with the
radiology department and, in fact, they had evidence of PI that
was not reported on the original read (figure 3). Therefore, it
is likely that the PI developed some time during the end of the
stay at the OSH or while at rehabilitation, coinciding with the
patient’s COVID-19 clinical course. This patient had multiple
risk factors for PI. As a patient with a solid organ transplant
and a patient on systemic steroids, he was at increased risk for
PL."*'7 The patient was on many antibiotics during ICU admis-
sion, which could have disrupted the microbiota of the gut, and
disrupted bacterial flora is reported to play a role in the devel-
opment of PI.” As stated above, the COVID-19 virus can invade
the cells of the GI tract, potentially causing damage to the bowel
wall integrity. Additionally, the COVID-19 viral DNA has been
detected for a longer duration of time in the faeces of patients
taking glucocorticoids compared with patients not taking gluco-
corticoids, so the steroids likely increased the duration of time
the virus was present in the patient’s GI tract and faeces, poten-
tially further increasing his risk for P1.*° To date, there is no liter-
ature reporting a causative relationship between COVID-19 and
PI, but this case adds to the literature reporting an association
between COVID-19 and PL."® ¥ The finding of PI in this patient
was successfully managed conservatively with antibiotics.

We believe that there is substantial evidence to suggest that
the patient’s presentation to the OSH was due to COVID-19.
The chest X-ray on admission to the OSH as well as serial chest
X-rays and a CT scan from the OSH demonstrated bilateral
airspace opacities consistent with multifocal pneumonia and
were compatible with COVID-19 presentation.”” The patient
required high ventilator settings consistent with severe ARDS,
which is a known complication of COVID-19. In addition,
extensive culture, antigen and PCR testing was negative, which
suggests an unusual causative agent for the patient’s severe
pulmonary condition. Furthermore, there is a recent report of a
patient on maintenance immunosuppression that had viral shed-
ding of COVID-19 for 65 days, which supports our assumption
that the patient had contracted COVID-19 prior to admission to
the OSH.?® If our hypothesis is true, this case occurred before

Learning points

» Pneumatosis intestinalis is a finding that can represent a
large spectrum of disease.

» Pneumatosis intestinalis has been associated with the
COVID-19 virus.

» Treatment of pneumatosis intestinalis depends on the severity
of disease.

» Immunosuppressive and immunomodulatory medications
could provide benefit in the treatment of COVID-19.

the first recorded case in Michigan. This implication is feasible
as there was very limited knowledge and testing available at the
beginning of the pandemic.

The patient had a hospital stay in late January and early
February prior to presenting to the OSH where he could have
been exposed to COVID-19. During that stay, he had exposure
to many healthcare workers and other hospitalised patients,
including time spent in shared physical therapy areas. The
patient received several visits from immediate family members
who were regularly visiting another family member at a nursing
home during the same time period. There were no reports of
healthcare workers or patients testing positive for COVID-19
during the patient’s first stay at IRF. This leads us to believe that
the patient most likely acquired the disease from an asymptom-
atic carrier who was either a healthcare employee, a patient or
a hospital visitor. This is consistent with the early phase of the
pandemic in which the disease was rapidly spread by asymptom-
atic carriers.”’

Early studies demonstrate the mortality rate from COVID-19
to be around 30% of hospitalised patients. Strikingly, the
mortality rate can reach 97% in patients that require mechanical
ventilation, especially in those over 65 years old.** *! Advanced
age, hypertension and male gender have been associated with
higher mortality.*" ** Kidney transplant impact on survivability
of COVID-19 has mixed reviews in literature, with some publi-
cations reporting higher mortality.*>* Based on these factors,
the patient in this report was extremely unlikely to survive. We
briefly discuss a few theories that could serve as an explanation
for his survival.

First, although there is insufficient literature investigating
immunosuppressive treatment in COVID-19, immunosup-
pression and immunomodulatory drugs have been considered
to reduce the cytokine storm and hyperinflammation associ-
ated with COVID-19 and could decrease risk of mortality.*® >’
Another theory that could explain the successful recovery of this
patient involves the care that the patient received in the ICU.
The patient was receiving care before COVID-19 was consid-
ered to have reached the state where he resided. The healthcare
workers caring for him did not have first-hand experience with
the pandemic at the time. Healthcare workers caring for patients
with highly contagious and potentially fatal diseases are known
to experience fear and anxiety.”® ** This psychological burden
can decrease confidence of healthcare workers and the health-
care delivery system and act as a barrier to appropriate care.*® %
This patient was not exposed to healthcare workers in the ICU
overburdened by the COVID-19 pandemic as the virus had not
yet been reported in his state, and he therefore received routine,
unbiased, healthcare.
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