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elated to SARS-CoV-2 infection as a
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rarely  occurs  in  adults.  It  is  characterized  by  the  growth
of  submucosal  lymphoid  tissue  and  a  mucosal  response  to
nique clinical feature resembling
rohn’s disease

iperplasia linfoide ileal reactiva relacionada
on infección por SARS-CoV-2 como
aracterística clínica singular parecida a la
nfermedad de Crohn

lthough  the  symptoms  and  imaging  features  of  coronavirus
isease  2019  (COVID-19),  caused  by  severe  acute  respira-
ory  syndrome  coronavirus  2  (SARS-CoV-2),  predominantly
nvolve  the  respiratory  system,  manifestations  of  the  dis-
ase  and  its  possible  complications  in  extrathoracic  organs,
uch  as  the  gastrointestinal  (GI)  tract  and  musculoskeletal
ystem,  can  be  found.1

We  present  herein  a  case  of  terminal  ileitis  related  to
eactive  ileal  lymphoid  hyperplasia  (RILH)  that  occurred  in

 patient  with  underlying  COVID-19.  A  29-year-old  man,  a
moker,  with  an  unremarkable  past  medical  history,  was
dmitted  to  the  hospital  during  Spain’s  Omicron  coron-
virus  wave,  presenting  with  acute  abdominal  pain  in  the
ight  lower  quadrant  (RLQ),  of  2-day  progression,  unac-
ompanied  by  diarrhea,  respiratory  symptoms,  or  fever.  He
ad  received  an  mRNA  COVID-19  vaccine  8  months  before
dmission.  A  nasopharyngeal  swab  specimen  was  positive
or  RT-PCR  SARS-CoV-2,  with  low  cycle  threshold  values.
espiratory  auscultation  was  normal  and  blood  test  results
howed  increased  acute  phase  reactants.  No  other  labo-
atory  test  abnormalities  were  detected.  Chest  X-ray  was
ormal.  Abdominal  computed  tomography  (CT)  scan  (Fig.  1)
evealed  marked  circumferential  bowel  wall  thickening  of
he  terminal  ileum  that  was  suggestive  of  Crohn’s  disease
CD).  Because  of  the  suspected  diagnosis  of  CD  and/or  an
ssociated  bacterial  co-infection,  the  patient  was  empiri-
ally  started  on  a  broad-spectrum  regimen  with  ceftriaxone,
etronidazole,  and  methylprednisolone  at  admission,  with

ood  clinical  outcome.  Ileocolonoscopic  exploration  of  15
m  of  the  terminal  ileum  identified  slightly  edematous  and
rythematous  areas  of  mucosa,  suggestive  of  indetermi-
ate  ileitis.  Biopsy  taken  at  the  terminal  ileum  suggested

ILH  of  the  lamina  propria.  No  enzyme  immunoassays
etected  other  viral  or  bacterial  agents  (norovirus,  aden-
virus,  rotavirus,  Salmonella  spp.,  Shigella  spp.,  Yersinia

d
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igure  1  Abdominal  CT  scan,  showing  a  segment  (15  cm  in
xtension)  with  marked  circumferential  bowel  wall  thickening
6 mm  thickness)  of  the  terminal  ileum.

nterocolitica, Campylobacter  spp.  and  Clostridioides  dif-
cile  antibodies)  or  autoimmune  antibodies  (antinuclear
ntibodies  [ANA]  or  antineutrophil  cytoplasmic  antibodies
ANCA]).  IgM  serology  was  negative  for  SARS-CoV-2  and  IgG
erology  was  positive  for  the  virus.  Thus,  there  were  no  clear
linical  (no  diarrhea),  endoscopic  (indeterminate  ileitis),
r  histologic  (normal  architecture)  features  that  enabled  a
iagnosis  of  CD  or  other  conditions,  such  as  infectious  ileitis,
icroscopic  enteritis,  or  autoimmune  vasculitis.
Angiotensin-converting  enzyme  2  (ACE2)  has  been  estab-

ished  as  the  functional  and  major  host  receptor  for  entry
f  the  SARS-CoV-2  spike  glycoprotein  (S)  into  cells.  The
igh  expression  of  ACE2  in  GI  epithelial  cells,  including  the
leum,  has  correlated  with  digestive  symptoms  (anorexia,
iarrhea,  vomiting,  and  abdominal  pain)  and  abnormal  gut
icrobiota.  In  a  recent  meta-analysis,  Mao  et  al.  demon-

trated  that  10---21%  of  patients  with  COVID-19  had  GI
anifestations.2 Tullie  et  al.  showed  9  cases  of  isolated

leal  involvement  detected  through  abdominal  ultrasound  or
T  scan  attributed  to  COVID-19  in  children  diagnosed  by  a
ositive  nasopharyngeal  swab  test.  Neither  ileal  biopsy  nor
esting  on  stool  samples  was  carried  out  on  those  subjects.
o  similar  cases  have  been  demonstrated  in  adults.3

Interestingly,  RILH  is  a  rare  condition  of  the  GI  tract  that
s  predominant  at  the  terminal  ileum  and  rectum,  and  its
tiology  is  unknown.  The  disease  is  common  in  children  but
ifferent  types  of  noxious  stimuli,  has  been  described  in
ssociation  with  infectious  agents,  and  is  hypothesized  to
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d/4.0/).

RGMXEN-855; No. of Pages 2

https://doi.org/10.1016/j.rgmxen.2022.07.010
http://www.elsevier.es/rgmx
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/


 IN+Model

gore

b
w
c
a
c
o
a
n
w

a
i
d
n
i
i
t
i
i

i
v

E

T
h
l
o
a
l
p

F

N

C

T

R

1

2

3

4

R
F

a

S
b

F
c

J
d

X

ARTICLE
R.  Qanneta,  M.  Feliu-Mas

e  the  result  of  an  antigenic  response.  In  the  present  case,
e  found  no  source  of  infection  other  than  SARS-CoV-2.  RILH
an  be  misdiagnosed  as  acute  appendicitis  because  of  the
bdominal  pain  in  the  RLQ,  and  its  abdominal  CT  features
an  mimic  CD  or  other  pathologic  entities,4 as  occurred  in
ur  patient.  The  malignant  potential  of  this  condition  in
dults  is  still  unclear  and  our  case  showed  no  signs  of  malig-
ancy.  The  common  presentation  is  abdominal  pain,  with  or
ithout  loose  stools  or  gastrointestinal  bleeding.

With  respect  to  our  search  for  SARS-CoV-2  infection-
ssociated  RILH,  several  considerations  have  to  be  taken
nto  account.  First,  although  no  similar  cases  have  been
escribed  in  adults,  it  is  possible  that  subtle  GI  features  were
ot  documented  or  were  underestimated.  Second,  causal-
ty  between  SARS-CoV-2  infection  and  ileitis  related  to  RILH
s  often  impossible  to  prove,  but  we  cannot  ignore  the  fact
hat  it  may  have  a  role  as  a  direct  consequence  of  viral  injury
nvolvement  and  the  onset  of  an  overlapping  cell-mediated
mmune  phenomenon  of  RILH.

In  conclusion,  SARS-CoV-2  may  exclusively  occur  with
ntestinal  features.  Future  well-conducted  studies  will  pro-
ide  superior  evidence-based  answers.
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