
634

www.cmj.hr

The management of patients with acute severe ulcerative 
colitis and SARS-CoV-2 presents a clinical challenge. We 
report on the first case of a patient with acute severe ul-
cerative colitis and mild coronavirus disease 2019 (COVID-
19) who received rescue infliximab therapy, followed by 
a relapse caused by enterohemorrhagic Escherichia coli 
0157:H7. The treatment challenges we faced were biolog-
ic therapy administration during active COVID-19, about 
which little was known at the time, and how to treat EHEC 
due to the risk of hemolytic uremic syndrome. Acute se-
vere ulcerative colitis was treated with rescue infliximab 
therapy, and enteric infection with an antibiotic, both with 
satisfactory clinical response. The decision to induce bio-
logic therapy for inflammatory bowel disease relapse in 
SARS-CoV-2-positive patients should be made on a case-
to-case basis and should be driven by the dominant dis-
ease. Our patient tested positive for SARS-CoV-2, but ac-
tually had mild disease. At the same time, she had acute 
severe ulcerative colitis, so we started anti-tumor necrosis 
factor therapy despite serological tests and the recom-
mendation to delay biological therapy administration for 
two-weeks. Second, due to severity of the first flare, COV-
ID-19, and the patient’s general condition, we opted for an 
antibiotic treatment of Escherichia coli 0157:H7 while moni-
toring the parameters of potential hemolytic uremic syn-
drome development.
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The treatment of patients with acute severe ulcerative coli-
tis (ASUC) and coronavirus disease 2019 (COVID-19) pres-
ents a clinical challenge. We report on a patient with ASUC 
and mild COVID-19 acquired during the hospital stay, 
followed by enterohemorrhagic Escherichia coli (EHEC) 
0157:H7 infection. To our knowledge, this is the first such 
case described in the literature.

Case report

A 36-year-old woman, diagnosed with UC in 2019, treated 
with mesalamine and azathioprine was admitted in 2020 
for a relapse. She experienced abdominal cramping with 
10 bloody stools a day. Blood pressure was 110/70, heart 
rate 105/min, respiratory rate 22/min, temperature 38 °C, 
and body mass index 18.7. She lost 3 kg in the two weeks 
before the admission. Upon admission, C reactive protein 
was 132 mg/L, leukocytes 10.8 mcL, hemoglobin 12.2 g/L, 
and albumin 29 g/L. Stool culture for Clostridioides difficile 
toxin was negative. Chest and abdominal x-rays were un-
remarkable. The nasopharyngeal swab for SARS-CoV-2 
was negative. Relapse was classified as severe according 
to Truelove and Witts severity index. Intravenous meth-
ylprednisolone (60 mg IV) was started. Proctosigmoidos-
copy showed active disease (Figure 1), Mayo endoscopic 

subscore was 3, and biopsies excluded Cytomegalovirus in-
fection. After initial improvement, the patient’s condition 
worsened. She developed slight fever with lymphopenia 
and CRP increase. Nasopharyngeal swab for SARS-CoV-2 
(PCR) was repeated and was positive at day 14. She was 
diagnosed with mild COVID-19. After a few days, she again 
had 8-10 bloody stools. Interleukin 6 level was high (54.69 
pg/mL). Serology test was positive for anti-SARS-CoV-2 
IgM, and negative for IgG. She was considered corticoster-
oid refractory.

Infliximab rescue therapy was administered at a dose of 5 
mg/kg. Two weeks after the first dose, due to ASUC, ste-
roid-refractory disease, and proctosigmoidoscopy findings, 
a second infliximab infusion was administered at a dose of 
10 mg/kg. Clinical and laboratory response was achieved. 
Since the patient had mild COVID-19 without respiratory 
symptoms, no specific therapy was administered, and she 
did not develop any post-COVID-19 symptoms. During the 
hospital stay, the patient was not treated with antibiotics. 
At discharge, corticosteroid tapering was continued, and 
no probiotics were administered.

Two weeks after discharge, the patient again complained 
about a few bloody stools. New CRP was 51 mg/L and fecal 
calprotectin was over 6000 μg/mg. She was re-admitted. 
Stool samples tested positive for EHEC 0157:H7. A repeated 
nasopharyngeal swab for SARS-CoV-2 was negative, while 
serology tests were positive for anti-SARS-CoV-2 IgM and 
IgG. Ceftriaxone therapy was administered. A few days af-
ter starting antibiotic therapy, stool cultures became neg-
ative on EHEC 0157:H7. The patient was discharged from 
hospital in clinical remission (Table 1).

DisCussion

Patients with inflammatory bowel disease (IBD) are not at 
a higher risk of SARS-CoV-2 infection (1). In addition, the 
seroprevalence of SARS-CoV-2 in IBD patients treated with 
biologic therapy is the same as in the general population, 
and biologic therapy did not affect humoral response in 
the infected patients (2). IBD patients do not have a worse 
COVID-19 outcome (3). American Gastroenterological As-
sociation guidelines suggest withholding anti-tumor ne-
crosis factor (TNF) agents during viral illness. However, in 
the case of mild or no COVID-19 symptoms, standard algo-
rithms should be followed, and treatment should be based 
on bowel inflammation activity (2). SARS-CoV-2-positive 
patients sometimes have gastrointestinal symptoms, 
but many also have respiratory symptoms and fever. Figure 1. proctosigmoidoscopy at admission.
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Preliminary data showed that anti-TNF and anti-IL-12/23 
agents did not worsen the disease course, whereas corti-
costeroids did (4). The PROTECT-ASUC study reported no 
increased risk of SARS-CoV-2 infection or serious adverse 
outcomes secondary to COVID-19 in patients with ASUC 
despite the use of high corticosteroid doses (5).

Since our patient had ASUC and mild COVID-19, it was 
challenging to decide on the appropriate treatment. Case 
reports describe continuing anti-TNF agents in patients 
with COVID-19, but not many patients were started on in-
fliximab for UC within the first 14 days of the infection (6). 
One case study reported on a 36-year-old patient who was 
successfully treated for ASUC and COVID-19 pneumonia 
and one reported on two patients receiving rescue inflix-
imab therapy with no adverse events related to COVID-19 
(6,7). Due to the patient’s clinical condition and laboratory 
findings, we considered a first dose of infliximab of 10 mg/
kg, but due to lack of evidence for treatment of IBD pa-
tients with COVID-19 in the first two weeks, we adminis-
tered a dose of 5 mg/kg. The patient tolerated the therapy 
well, but had a partial response (blood in half of her stools), 
so the second infliximab infusion was administered at a 
dose of 10 mg/kg. There are limited data on the short-term 
or long-term efficacy of accelerated infliximab induction 
therapy for patients with ASUC. A retrospective study and 
meta-analysis (8) found no association between accelerat-
ed infliximab induction regimen and lower rates of colec-
tomy compared with standard induction therapy. Howev-
er, accelerated infliximab induction regimen could lead to 
lower early colectomy rates (9).

The second challenge in our case was an enteric infection 
with EHEC 0157:H7. EHEC 0157:H7 causes a range of dis-
eases, from mild diarrhea to hemolytic uremic syndrome 
(10). The use of antibiotic treatment in these patients is 
still debated. Axelard et al (11) detected one case of E coli 

0157, in a patient with Crohn’s disease, among 577 sam-
ples of patients with an IBD flare, and Hanada et al 

(12) reported one case of EHEC 0157:H7 in stool samples of 
1345 patients with an IBD flare.

To the best of our knowledge, our patient was the first to 
receive rescue biological therapy while being positive to 
SARS-CoV-2 IgM and with EHEC O157:H7 in induction peri-
od. The treatment challenges we faced were biologic ther-
apy administration during active COVID-19, about which 
little was known at the time, and how to treat EHEC due to 
the risk of hemolytic uremic syndrome.

In our opinion, a decision on biologic therapy induction 
for IBD relapse in SARS-CoV-2-positive patients should be 
made on a case-to-case basis, and driven by the dominant 
disease. Our patient tested positive for SARS-CoV-2, but ac-
tually had mild COVID-19 symptoms. As she had ASUC, we 
started anti-TNF therapy despite serological tests and the 
recommendation to delay biological therapy administra-
tion for two-weeks. Second, due to the severity of the first 
flare, COVID-19, and the patient’s general condition, we 
decided to treat EHEC with an antibiotic while monitoring 
the parameters of potential HUS development.
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