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Outcomes of COVID-19 in Patients with Inflammatory Bowel

Disease: A Tertiary Center Experience
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Abstract

Introduction: The frequency, risk factors, and outcome of Severe acute respiratory syndrome-Coronavirus-2 (SARS-CoV-2) infection in patients
with inflammatory bowel disease (IBD) remain unclear. This study aimed to investigate the incidence and effects of SARS-CoV-2 infection in IBD.
Materials and Methods: Patients with IBD were recruited retrospectively between March 2020 and March 2021, and those with SARS-CoV-2
infection were analyzed.

Results: A total of 894 patients with IBD were identified during the study period. SARS-CoV-2 was detected in 18 (2.0%) patients, including five
(1.2%) of the 430 patients with Crohn's disease (CD), 12 (2.8%) of 428 patients with ulcerative colitis (UC) and, one (2.8%) of 36 with unclassified
IBD. The mean age was 42.2 years. Twelve (66.7%) of the patients were men. None of the patients was vaccinated for Coronavirus disease-2019.
Five (27.8%) patients were hospitalized for a median of 10 days; the remaining patients were isolated at home. No intensive care unit admission
or mortality occurred. Although a disease flare was not observed, a patient with UC who was on steroids demonstrated temporary terminal ileitis,
pneumonitis intestinalis, and recto-vaginal fistulae. Six (33.3%) patients were on biologic agents, with one having concomitant immunomodulator
and steroid therapy. The main gastrointestinal (Gl) symptom was diarrhea in six (33.3%) patients.

Conclusion: The incidence of SARS-CoV-2 infection was 2.0% (n=18) in patients with IBD. Diarrhea is the most common Gl symptom and should
not be confused with IBD flare.
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Girig: Siddetli akut solunum yolu sendromu-Koronaviriis-2 (SARS-CoV-2) enfeksiyonunun enflamatuvar bagirsak hastaliginda (iBH) sikli,
risk faktorleri ve sonucu hala belirsizligini korumaktadir. Bu calisma, iBH'de SARS-CoV-2 enfeksiyonunun insidansini ve etkilerini arastirmay
amaclamaktadir.

Gerec ve Yontem: iBH hastalari Mart 2020 ile Mart 2021 arasinda geriye déniik olarak dahil edildi. SARS-CoV-2 enfeksiyonu olan hastalar analiz
edildi.

Bulgular: Calisma siiresinde 894 IBH hastasi basvurdu. SARS-CoV-2, 18 (%62,0) hastada tespit edildi: Crohn hastaligi (CH) olan 430 hastanin besi
(001,2), tilseratif kolit (UK) olan 428 hastanin 12'si (%2,8) ve 36 siniflandirimamis-iBH (IBH-U) olan hastanin birinde (%02,8) ortalama yas 42,2 yild.
Hastalarin 12'si (%66,7) erkekti. Hastalarin higbirinde Koronaviriis hastali§i-2019'a karsi asilanma 6ykdisii yoktu. Bes (%27,8) hasta ortanca 10 giin
hastanede yatti, geri kalan hastalar evde izole edildi. Yogun bakim {initesine yatis veya 6liim olmadi. Hastalik alevlenmesi gdzlenmemesine ragmen,
steroid kullanan UK'li bir hastada gecici terminal ileit, pndmonitis intestinalis ve rekto-vajinal fistiil gériildii. Alti (%33,3) hasta biyolojik ajan
kullaniyordu ve bir hastada es zamanh immiinomoddilator ve steroid tedavisi vardi. Baslica gastrointestinal (Gi) semptom alti (%33,3) hastada ishaldi.
Sonug: IBH hastalarinda SARS-CoV-2 enfeksiyonunun insidansi %2.0 (n=18) bulunmus olup ishal en sik gériilen Gi semptomdur ve hastalik
alevlenmesi ile karistirlimamalidir.

Anahtar Kelimeler: COVID-19, Crohn hastalidi, enflamatuvar bagirsak hastaligi, SARS-CoV-2, iilseratif kolit
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Introduction

The world has been struggling with novel Coronavirus
disease-2019 (COVID-19) since December 2019 when Severe
acute respiratory syndrome-Coronavirus-2 (SARS-CoV-2) was
first identified in Wuhan, Chinal"?, Although the disease is mostly
characterized by pneumonia leading to respiratory insufficiency,
many other organ systems are involved. The pathophysiology and
risk factors for COVID-19 have not been well understood yet. Thus
far, literature data suggest that increasing age and comorbidities
are the main risk factors for COVID-19 outcomes?,

Inflammatory bowel disease (IBD) is a spectrum of immune-
mediated bowel disorders that mainly consist of Crohn's
disease (CD) and ulcerative colitis (UC)®. Although patients
with IBD at risk of opportunistic infections, particularly of
viral or bacterial etiology, are treated with immunosuppressors,
immunomodulators, or biologic agents!®”, available data showed
that in elderly patients with IBD with comorbidities and steroid
use appear to be an increased risk of SARS-CoV-2 infection
and mortality!. However, data regarding the frequency, risk
factors, and outcome of SARS-CoV-2 infection in patients with
IBD revealed conflicting resultst®'sl. Moreover, gastrointestinal
(Gl) symptoms are common among patients with COVID-19;
specifically, diarrhea and abdominal pain have been reported in
half of the patients, which can mimic primary Gl conditions or
exacerbation of IBDU'®, In this study, we aimed to investigate the
incidence and outcomes of SARS-CoV-2 infection in patients
with IBD followed at our tertiary referral center.

Materials and Methods

This retrospective, single-center, and observational study was
conducted to investigate the incidence and outcomes of SARS-
CoV-2infection in patients with IBD in a tertiary referral teaching
center. The study was approved by a Ankara City Hospital Local
Scientific Research Assessment and Ethics Committee (protocol
no: 671, decision date: 20.01.2021).

Adult patients followed in the IBD unit of our department
were employed in the study for incidence calculation. Among
them, patients with confirmed SARS-CoV-2 infection defined
by a positive test result of nasopharyngeal swab sample on real-
time reverse transcriptase-polymerase chain reaction between
March 1, 2020 and March 31, 2021 were evaluated for outcome
analysis. Patients with symptoms suggesting COVID-19 but had
negative RT-PCR results were excluded from the study.

Patients' demographic data and IBD history were collected from
the IBD database of our clinic. Symptoms, medication, and
outcomes regarding SARS-CoV-2 infection were obtained by
phone interview. Laboratory and radiological test results were
obtained from the electronic file of the patients. Crohn's disease

activity index (CDAI) and Partial Mayo Score were used to assess
CD and UC activity, respectively. Patients were also asked for
discontinuation of IBD treatment, worsening of IBD symptoms,
characteristics and duration of the Gl symptoms, and relation
with COVID-19 therapies. Diarrhea was defined as >4 loose
stools (Bristol stool scale 6 or 7) in a day for at least three days.
Stool analysis was performed in all patients presenting with
diarrhea to rule out infectious pathologies.

Statistical Analysis

Statistical analysis was performed using IBM Statistical Package
for the Social Sciences Statistics for Windows, version 26
(IBM Corp., Armonk, NY, USA). Categorical data are presented
as numbers and percentages. Continuous variables that were
normally scattered are presented as mean and standard deviation
(SD); otherwise, the median and interquartile range (IQR) were
used. Pearson's chi-square or Fisher's exact test was performed
for percentage comparisons. An independent sample t-test was
performed for parametric data, whereas Mann-Whitney U test
was used for nonparametric data.

A total of 894 patients with IBD have been followed in our
gastroenterology department, and the characteristics are
presented in Table 1. Among those, SARS-CoV-2 infection was
detected in 18 (2.0%) patients, five (1.2%) of 430 patients
with CD, 12 (2.8%) of 428 patients with UC, and one (2.8%) of
36 with IBD-unclassified (IBD-U) had SARS-CoV-2 infection.
The mean age (SD) of the patients with SARS-CoV-2 infection
was 42.2 (11.5) years, and 12 (66.7%) patients were male. Of
the patients with IBD and SARS-CoV-2 infection, six (33.3%)
had at least one underlying comorbidity, with diabetes being
the most common, and three (16.7%) were active smokers. The
median interval between the onset of SARS-CoV-2 infection
symptoms and PCR test confirmation of infection was 0 days
(range, 0-3 days). Six (33.3%) of all patients with SARS-CoV-2
infection were taking biologic agents (two adalimumab, two
infliximab, and two vedolizumab), of which one was taking
concomitant immunomodulator and low-dose (4 mg/day)
steroid therapy. Of the patients with SARS-CoV-2 infection,
three (16.7%) have used immunomodulators, eight (44.4%)
have used mesalazine, and one has used steroid (prednisolone
20 mg/day) with mesalazine. The clinical characteristics and
treatments of patients with IBD and SARS-CoV-2 infection
are provided in Table 2. None of the patients with SARS-
CoV-2 infection, whose details were presented in Table 2, were
vaccinated for COVID-19 during the follow-up period. The
most frequent non-Gl symptom was myalgia (nine patients)
followed by fever and arthralgia (eight patients each), and
cough (seven patients) (Table 3).
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The main Gl symptom was diarrhea in six (33.3%) patients,
followed by nausea and vomiting in two (11.1%). The median
duration of Gl symptoms was five (range, 4-8) days. Diarrhea
was painless, non-bloody, and lasted for a median of five (range,
4-8) days. In patients five and 12, diarrhea started with the onset
of the COVID-19 treatment. Five (27.8%) of the patients with
COVID-19 were hospitalized for a median of 10 (range, 5-19)
days, whereas the remaining patients were isolated at home.
No intensive care unit admission or mortality was observed.
The laboratory data of patients with SARS-CoV-2 infection
are given in a supplementary table. The mean (SD) values for

Table 1. Demographic characteristics of all patients with IBD

hemoglobin, leucocyte, lymphocyte, and platelet count were
13.9 g/dl (1.9), 6448 10°/L (2320), 1342 10%/L (712), and 237
10°/L (78), respectively. The median (IQR) levels of C-reactive
protein, procalcitonin, and ferritin were 9.9 mg/dl (12), 0.03
ug/L (0.02), and 52 pg/L (163), respectively. The mean (SD)
aspartate aminotransferase (AST), alanine aminotransferase,
and creatinine values were 24.2 U/L (9.8), 33.0 U/L (18.7), and
0.81 mg/dl (0.22), respectively. The median (IQR) D-dimer level
was 0.75 (1.38), whereas mean (SD) values for fibrinogen 3
and lactate dehydrogenase were 7 g/L (1.2) and 261 U/L (78),
respectively.

CD uc IBD-U Total

n=430 n=428 n=36 n=894
Age at diagnosis 33.2+12.2 37.7+12.8 34.3+14.1 35.4+12.8
Disease duration, median years 8.0 (9.0) 8.0 (10.0) 8.5 (10.75) 8.0 (10.0)

(IQR)

Female/Male

176 (40.9%)/254 (59.1%)

156 (36.4%)/272 (63.6%)

13 (36.1%)/23 (63.9%) 345 (38.6%)/549 (61.4%)

Smokers (current/ex)

129 (30.0%)/112 (26.0%)

45 (10.5%)/165 (38.6%)

6 (16.7%)/10 (27.8%) 180 (20.1%)/287 (32.1%)

UC extension
Proctitis
Left-sided
Extensive

49 (11.4%)
232 (54.2%)
147 (34.3%)

CD localization

lleal (L1)

Colonic (L2)

lleocolonic (L3)

Isolated upper Gl disease (L4)

186 (43.3%)
56 (13.0%)
184 (42.8%)
4 (0.9%)

CD behavior
Inflammatory disease (B1)
Stenosing (B2)
Penetrating (B3)

319 (74.2%)
36 (8.4%)
75 (17.4%)

P (perianal disease)

136 (31.6%)

Prior major abdominal surgery

188 (43.7%)

24 (5.6%)

8 (22.2%) 220 (24.6%)

Current medication

Mesalazine 117 (27.2%) 336 (78.5%) 22 (61.1%) 475 (53.1%)
Sulphapyridine 31 (7.2%) 26 (6.1%) 5 (13.9%) 62 (6.9%)
Azathioprine 104 (24.2%) 67 (15.7%) 5 (13.99%) 176 (19.7%)
Methotrexate 26 (6.1%) 2 (0.5%) 2 (5.6%) 30 (3.4%)
Budesonide 9 (2.1%) 0 (0.0%) 0 (0.0%) 9 (1.0%)
Steroids 7 (1.6%) 3 (0.7%) 0 (0.0%) 10 (1.19%)
Adalimumab 103 (24.0%) 28 (6.5%) 5 (13.9%) 136 (15.2%)
Infliximab 109 (25.3%) 32 (7.5%) 5 (13.9%) 146 (16.3%)
Vedolizumab 35 (8.19%) 18 (4.200) 0 (0.0%) 53 (5.9%)
Ustekinumab 6 (1.4%) 0 (0.0%) 1(2.8%) 7 (0.8%)
Sertolizumab 6 (1.4%) 0 (0.0%) 1(2.8%) 7 (0.8%)
Positive SARS-CoV-2 5 (1.29%) 12 (2.8%) 1 (2.8%) 18 (2.0%)

Montreal classification of CD. Disease location (L): L1, terminal ileum; L2, colon; L3, ileocolon; L4, upper gastrointestinal tract, Disease behavior (B): B1, non-stricturing non-penetrating;

B2, stricturing; B3, penetrating.

IBD: Inflammatory bowel diseases, CD: Crohn's disease, UC: Ulcerative colitis, IBD-U: IBD-unclassified, SARS-CoV-2: Severe acute respiratory syndrome-Coronavirus-2



2022;11:25

Mediterr J Infect Microb Antimicrob

Baspinar et al.
COVID-19 in Inflammatory Bowel Disease

X3pul AJIAI}OE JSeasIp
S,uyos) :ya) ‘pauissepun-qgl :N-agi ‘s13od AIIBI|N DN 'SEISIP [2MOQ AJojeWwWEU] :qg] 'P10493S0d130D) 1SD) ‘Iseasip Ateuownd IA13INIISQO dUIYD :0d0D ‘ISEISIP S,uyoid :ad

‘bunesyauad 'eg ‘burinioniis 'zg ‘buizeszauad
-uou BuunidLISUOU ‘| g :(g) J01ABYQ ASEISI “JOB4] [BUNISAIUI0IISED Jaddn 'H] (U0j0303]1 '€ (UOJ0D 'ZT FWNJ|I [BUIWIAY ‘LT :(]) UOIIBIO| ASeISI D) JO UOIIBDILISSE|D [BAUIUOIN

Juop  J4axouws Ajieq Juize|esa z - papIs-1] ON - 91 N LS ' 8l
JUON  Jows-x3  auuidolyleze 'Suizejesa|y ¢ - JAISUIXT OoN - 8 N 've'N LL
1ows
JUON JIAN Juize[esa 9 - papIs-149] ON - Sl on'sey 9l
ad0) 'ewouldied
[199 |eudl ‘sinijApuods buisojAyuy IMows-x3 QewnzIjopap - 86 - ON z4a/11 8 a'tv'in Sl
1ows
JUoN J9AIN QBWIXI|JUI '3UIZB[BSIN - 98 - ON 1a/21 6 ad'ec'in 14
UON  JIYOWS-X] QBWIXI|JUL 'JUIZe|eSI|A z - JAISUIX] oN - ) N 'Ly ' €l
JUON  Jaxouws Ajieq SO duizejesa 6 - JAISUdIXT oN - L dn‘ceYy 4
JUON  J3yOoWs-x3 JUIZB|BSIN z - papIs-12] ON - z N '6€ ‘N L
1ows qewnuwijepe 's)y
J9A3} UBJUEIIA}IPIW [eljiWe JIAJN  'dulidolyieze ‘duize|esa|y € - JAISUIIX] ON - ol n‘Led oL
3SEISIP JB|NISBAOIPIED
'$919QeIp ‘U0ISULIMAY  JdjOWS-X] JUIZB|BSIN ¥ - papIs-1] ON - 4 IN'LL'N 6
1ows
s3apQqelq J9A3N  QBWINZIJOPIA 'JUIZB|ESI|N - - - SaA - S1  N-agl'sv ' 8
JUON  JIOWs-X3 JUIZR|BSI| / - JAISUdIXT oN - z N vE'IN L
Juop  Jaxouws Ajieq qewinwijepy - s - SIA Lg/€1 8 ad'scH 9
UON I»ows-x3 JuIZe|BSAN ¥ - papis-1a7 ON - Ll N9 ‘N g
1ows
UON JAASN  dundolyleze 'duizelesan - 59 - S9A za/11 6 aJ've 4 4
3jexalloyaw
snijApuods buisojAyuy  Jayows-x3 'SD) 'JUIZB|BSIN - €0Z - ON Lg/€1 ¥l a'svr 4 €
1ows
JUON AN JUIZB|BSI 8 - JAISUIXT oN - S N '8€'IN [4
sa12qeIq I3yows-x3 Juize[esa L - JAISUIIX] ON - lc AN 'ES'N l
2N) 103s (1o1neyq (saeah) adhy
Adesayy ( (@Q) uoisuAxa  3Isesip ; ou
SIUPIGIOWO) Bupjows _ okew : ;' [uonedo|)  uoneinp ag abe
pajepI-ag] Jua4in) ety Ivad Jn  [eueldd @ seasiq  uadmy xag  IUMEd

U0I394Ul Z-A0D-SYYS PUE SISBISIp [9Moq Alojewweljul y3im siudlied Jo SpudwWIed) pue SIISLdeIRYD [BIIUIL) " d]qel



Baspinar et al.

COVID-19 in Inflammatory Bowel Disease

Mediterr J Infect Microb Antimicrob

2022;11:25

AJ03elIdSal 33NIB 3UINIS 1Z-A0D-SHYS '6L0Z-ISEISIP SMIIABUOIOD 161 -QIA0D ‘PayIsseldun-agl :N-agl

|BUNISIIUIOASED :[0) ‘Z-SNIIABUOIOD)-IWOIPUAS

103 3AIIBIIV|N D "3UINDOIOJYIAXOIPAH DH 'PIOIISOINNI0D 1S 3se3sIp Ateuow|nd IAINIISAO dUOIYY (10D ISEISIP [IMOq AJOJBLIWEIU| :(g] 'FSEISIP S,Uy01) 11D

“JURWIEIY 61-IAQD 40 13SUO Y YIIM PIAIISQO SEM BILLIEI(,

swoy an
& paje|os| ON ON SUON [BWION | JiAedidineq - ON SUON SUON ON L20Tv09 - 1SN 8l
eibjeyye an
pabieydsig ON §/SOA UON [eWlION OH -| oN auoN | ‘elbjeAw ‘ybnop ON | 0Z0Z+0'ST| 0Z0TYOST| ‘v€'I Ly
Jwoy
1& paje|os| ON ON uoN [BWHON | JiAedidiney -1 oN auoN | ‘elbjeAw 'ybno) ON | 1Z0Z'lOLE| 1ZOZ'LO'LE | DN 'SEY 9l
elsoue
‘eibjeiyie
‘e1bjeAw
dwoy Jineaidiney ‘eaudsAp a
1 pa1e|os| ON ON AUON [BWION ‘OH S| ON| ®ayuelg ‘4Bn0d an34 ON | 0ZOT'60'€T | 020T'60°CC ‘' Sl
a
pabieydsiq ON OL/S3A SUON [eWION | JiAeaidiney - ON SUON RElCE ] ON | 0c¢0C'80°6L | 0c¢0C'80°6L '6€ ' 14
‘e1bjeJyyie
awoy eluownaud "e16eAW ’n
1€ paje|os| ON oN JuoN jesie|ig | siaedidineq - oN JuopN | ‘'eaudsAp 'ybno) ON | 0z0z'80°0L| 0z0Z'80°0L Iv'IN €l
Je|nIsy
|euibeA-0313y
'sjjeunsaul eluownaud
pabieydsiq ON 61/S9A sisojewnaud lesdle|ig | Jiaeaidiney 9 ON «Edylelq anbijey 1Ay SIA | 0¢0Z'60°SL | 0T0T'60°SL | JN'ze™ cl
Jwoy on
1e paje|os| ON ON SUON |BWION OH - ON SUON elbjeiyny ON | 0c¢0c'80°clL | 0c0c80¢Cl '6€'IN Ll
dwoy eibjeiyye
1€ paje|os| ON ON QUON [ewioN | AiAedidiney - ON auoN | ‘elbjeAw 'ybno) ON | 0z0zclvl| 0zozelvl| dN'L€Y ol
an
pabieydsiq ON §/SA UON [ewlloN OH -| ON UON | eibjeAw uandy ON | 020TL0VT | 020TL0¥T| 'LL'IW 6
awoy eibjeiypie n-adi
1€ paje|os| ON ON SUON [EWION | JiAedidineq - ON SUON ‘elb|eA ON | 0Z0T'60°0L | 0z0T'60°0L ‘6 ‘IN 8
Bunwon eibjelyye
Jdwoy ‘easneu ‘eibjeAw on
e paje|os| ON ON SUON |ewioN SUON S ON | 'edyuelqg "ybnod A4 SO\ | 0C0TY¥0'LO | 0ZOC¥0'LO ve'N L
Jwoy
1€ paje|os| ON ON SUON [EWION | JiAedidineq - ON SUON SUON ON | 1Z0T'¥0'90 -] @'seHd 9
Jwoy Jinedidiney on
1€ paje|os| ON ON SUON |BWION 'OH S ON «E3ylelq 19A94 ON | 0c0C¥0'l0| 0c0C¥0'L0 ‘9% ' S
Jwoy
1€ paje|os| ON ON QUON |EWION OH - ON SUON SUON ON | 0z0¢'80°SC -] @ 'veH 14
eibjesyyie
Jwoy eluownaud eIBjeAw
1€ paje|os| ON ON QUON lesdze|ig | Ainedidiney ¥ ON eayllelq "ybnod Uanv4 ON | 0Z0T60°LL | 0TOC60¥L | @] '€V €
Jwoy an
1€ paje|os| ON oN JuoN jewdop | Jinesidineq 9 oN eayleiq anbiyeq oN | ozozzl'zl| ozozzlTl '8¢ 'IN z
naeadiney Buniwon Jydepeay an
pabieydsiq ON OL/SIA SUON |EWION ‘OH 8 ON ‘easneN ‘anbiyey Uana4 ON | 0coC'LLYl ococ’LLel '€ 'IN l
shep) adhy
mojjo4 (sAep) 61-AINOD | ( Z-N0) | swoydwAs :
sowonng | 3183 | feis jo o) | suopeonduod | g, SPutpu| ©1"0NG | swoiduls| o | swonduts| - swowduis | deiowy 081 |83 | yyo | agsbe| o
SAIsuaju| | ‘uonezijeyidsoy T JuswieL | yopeang ’ ’ Jo ?jeq deq xag ’
\10jewiwie yul y3m syudijed Jo SAW0DIN0 pue 'syudwieds) 'sd1sLdIIeleyd [ediul]) € dqel

U013l Z-A0D-SHYS PUE SISEIsIp [Imoq



Baspinar et al.
COVID-19 in Inflammatory Bowel Disease

Mediterr J Infect Microb Antimicrob
2022;11:25

Five (27.8%) of the 18 patients with SARS-CoV-2 infection
had CD with a median CDAI of 86 (range, 52-203). Diarrhea
was observed in two of them with one concomitant abdominal
pain. One patient (20.0%) with CD was hospitalized, whereas
the remaining patients were isolated at home. No complication
occurred despite steroid and biologic usage. Patient 8 followed
for IBD-U was isolated at home and did not develop any Gl
symptoms or complications. Seven (58.3%) of the 12 patients
with SARS-CoV-2 infection and UC had extensive colitis, whereas
the remaining had left-sided colitis. The median Partial Mayo
Score was 3.5. Moreover, 5 (41.7%) of the patients with UC had
Gl symptoms, with diarrhea as the most common. In addition,
four (33.3%) of the patients with SARS-CoV-2 infection and
UC needed hospitalization. One of them (patient 10) having
concomitant immunomodulator and low-dose (4 mg/day)
steroid therapy did not require hospitalization. A complication
was observed in only patient 12 among those with UC who
were using steroids (prednisolone 20 mg/day) at the time of
SARS-CoV-2 infection and demonstrated temporary terminal
ileitis, pneumonitis intestinalis, and recto-vaginal fistulae. The
patient was admitted to the COVID-19 unit at our hospital
and received favipiravir, methylprednisolone intravenously, and
low-molecular-weight heparin. Stool analysis was not positive
for parasites or Clostridioides difficile, and stool cultures were
negative. Real-time polymerase chain reaction was performed
to analyze Cytomegalovirus presence in the serum samples and
yielded negative. The patient improved progressively, and recto-
vaginal symptoms resolved within one week. After 10 days of
hospitalization, she was discharged with a tapered prednisolone
schedule. The patient has remained asymptomatic with only
mesalazine after steroid treatment.

Literature data regarding the course of SARS-CoV-2 infection in
patients with IBD are accumulating. Different results have been
reported regarding the frequency and outcomes of SARS-CoV-2
infection in patients with IBDB'37-2, |n our study, the incidence
of SARS-CoV-2 infection in patients with IBD was 2.0%, higher
than the incidence in the normal population, as reported
between 0.02% and 0.7% in previous studies®'®'%, Qur findings
contradict those demonstrating similarl'7:®20 or decreased( 31
incidence of SARS-CoV-2 infection in patients with IBD.

The increased incidence can be explained by the fact that
patients with IBD are more sensitive to SARS-CoV-2 infection
because they think their immune systems are weakened.
Moreover, because Gl symptoms in patients with IBD can also
be seen in COVID-19, doctors tend to screen these patients for
the presence of SARS-CoV-2 infection more frequently than the
normal population®?". Finally, since our hospital is a referral
center, the incidence may have been high because of the high

suspicion of SARS-CoV-2 infection in patients who presented
to our clinic.

The most common GI symptom was painless and nonbloody
diarrhea (33.3%) in patients with SARS-CoV-2 infection and IBD,
which is consistent with the previously reported studies in which
diarrhea was observed in up to 37.1% of the patients with IBD
and SARS-CoV-2 infection®?2-?7], Diarrhea can be an admission
complaint of patients with SARS-CoV-2 infection®>?®! or can be
the sole manifestation of COVID-19 independent of IBD. SARS-
CoV-2 RNA isolation from the stool samples demonstrated
intestinal tropism of the virus®-*"; thus, Gl symptoms may
arise with COVID-19 even in the absence of IBD. Gupta et
al.B? reported two cases of previously healthy adolescents
who presented with severe enteritis as the sole manifestation
of COVID-19. Moreover, diarrhea can start with the onset of
COVID-19 treatment. In our study, diarrhea started in patients
5 and 12 with the onset of hydroxychloroquine combined with
favipiravir and favipiravir treatment alone, respectively, which
was supported by several studies in the literature®-3%, Other rare
Gl symptoms were nausea and vomiting, which were detected
in 11.1% of patients with IBD and SARS-CoV-2 infection. In the
present study, the median duration of all-Gl symptoms was five
(range, 4-8) days, which was consistent with the literaturel®,
The short duration of GI symptoms caused by SARS-CoV-2
infection may indicate that COVID-19 does not cause an IBD
flare. The duration of the symptoms may differentiate IBD
remission from activation.

Patients with IBD tend to have a mild course of COVID-19
despite the presence of immunosuppressive treatment(13-151737,
This situation could be explained by the hampered hyperactivity
of the immune response with anti-inflammatory treatments
such as anti-tumor necrosis factor (anti-TNF) agents!’33¢,
However, not all drugs used in IBD treatment were associated
with decreased COVID-19 severity. Corticosteroid use was also
associated with severe COVID-19B341517381  Although several
studies have reported the safe use of 5-aminosalicylic acid (ASA)
in COVID-19['53940 Brenner et al.®¥ reported a more severe
COVID-19 course in patients with IBD using 5-ASA preparations.
Khan et al.l' reported an increased risk of SARS-CoV-2 infection
with vedolizumab treatment. In the present study, 16 (88.9%)
patients were on 5-ASA therapy (nine patients only have
5-ASA treatment). Three (16.7%) patients were using steroid
therapy combined with 5-ASA and methotrexate in patient 3;
5-ASA, azathioprine, and adalimumab in patient 10; and 5-ASA
only in patient 12. Four (22.2%) patients were on anti-TNF
therapy, whereas two (11.1%) patients were on vedolizumab
therapy. A complication was observed only in patient 12 who
was on steroid and 5-ASA treatments for UC and experienced
temporary terminal ileitis, pneumonitis intestinalis, and recto-
vaginal fistulae that improved with COVID-19 treatment. This



Mediterr J Infect Microb Antimicrob
2022;11:25

Baspinar et al.
COVID-19 in Inflammatory Bowel Disease

case shows that, in line with the literature, caution is necessary
for the management of complications related to SARS-CoV-2
infection in patients using steroids®®.

Previous studies have demonstrated that COVID-19
complications were mainly observed in older people and those
with comorbidities!®'738, The young age and therefore low
incidence of comorbidities enable milder disease course in
patients with SARS-CoV-2 infection and IBD. Nevertheless,
complications regarding Gl systems reported with COVID-19 can
be mistaken for IBD flare. Coronavirus disease-2019 may lead
to severe small bowel and colorectal inflammation, which may
mimic an IBD exacerbation. Therefore, during the pandemic,
COVID-19-related enteritis should be considered when
evaluating patients with IBD with suspected acute IBD flare.
A recently published study revealed that the most common
abdominal computed tomography imaging features of patients
with SARS-CoV-2 infection are colorectal and small bowel wall
thickening, intestinal distension, gastritis, and small bowel
pneumatosis with portal venous gas and intestinal perforation[*",
An example of Gl complication was ileal perforation following
SARS-CoV-2 infection in an inactive CD, which was reported by
Santana et al.*?, In the present study, six (33.3%) patients had
comorbidities such as diabetes, hypertension, cardiovascular
disease, and renal cell carcinoma (not on chemotherapy). Despite
the increased severity and complication risk of COVID-19, none
of our patients had comorbidities and such outcomes.

Study Limitations

The major limitation of this study was the low number of
patients with IBD and SARS-CoV-2 infection. This situation
precluded further statistical analysis for safety investigations of
the drugs used in IBD therapy.

In conclusion, SARS-CoV-2 infection was found in 18 (2.0%)
of all patients with IBD. Gl symptoms are common and may
be the only manifestation in patients with IBD and SARS-
CoV-2 infection. During the pandemic, new or exacerbated
Gl symptoms in patients with IBD should raise the suspicion
of COVID-19. Ongoing treatments of IBD should be continued
in such patients with COVID-19. Concerns that steroid use
may cause a worse prognosis in patients with IBD should be
investigated with larger studies.
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