
Gastroenterología y Hepatología 44 (2021) 489---492

www.elsevier.es/gastroenterologia

Gastroenterología  y Hepatología

SCIENTIFIC LETTER

Serrated epithelial lesion with
dysplasia as a precursor to  small
bowel carcinoma associated with
Crohn’s  disease

Lesión  epitelial  serrada con displasia como
precursora de  un carcinoma del intestino
delgado  asociado  a la  enfermedad de  Crohn

Dear Editor:

Inflammatory  bowel disease  (IBD)  is  characterized  by a
higher  incidence  of  colorectal  carcinoma  preceded  by  the
appearance  of  dysplasia  in  the colonic  epithelium.  In  addi-
tion,  other  epithelial  changes  in the mucosa  of  IBD  have
been  described,  recently  grouped  under  the  term  noncon-

ventional  dysplasia.  Nonconventional  dysplasia  includes  at
least  6 subtypes,  including  (a)  hypermucinous;  (b)  goblet
cell  deficient  (GCD);  (c)  terminal  epithelial  differentiation
(TED;  also  known  as  crypt  cell dysplasia  [CCD]);  (d)  tra-
ditional  serrated  adenoma  (TSA)-like;  (e) sessile serrated
lesion  (SSL)-like;  and (f)  serrated  lesion,  not  otherwise  spec-
ified  (NOS).1---3 Due  to  the  presence  of  different  grades  of
dysplasia  and  the  frequent  concomitance  with  carcinoma,
they  are  now  considered  precursor  to  a  new  cancer  path-
way  developing  in  IBD.2,3 This  so-called  third  carcinogenic
pathway  is  being explored  and the  data  are still  prelimi-
nary.  The  presence  of mutations  in the TP53  gene  in early
stages  of  the  carcinogenic  process  stands  out  in contrast
to  what  occurs  in  conventional  colorectal  carcinoma.  In
addition,  mutations  in the  BRAF  gene,  which  drives  the  ser-
rated  pathway  initiated  by  sessile serrated  lesions  (SSL),  are
rare.4

We report  a case  which  showed  serrated  epithelial  lesions
(SEL)  with  different  grades  of  dysplasia  that  occurred  with
a  concomitant  carcinoma  in  the ileum  affected  by  Crohn’s
disease  (CD).

A  52-year-old  woman  consulted  for  abdominal  pain.  She
referred  previous  episodes  of  abdominal  pain  and sub-
occlusive  crisis  of  2 years  of evolution.

An  axial  computed  tomography  (CT)  showed  a severe
wall  thickening  segment  of the distal  ileum  which  was  also
stenotic  with  an upstream  dilatation  (Fig. 1A).  A weighted
axial  magnetic  resonance  imaging  (MRI)  confirmed  the find-
ings  (Fig.  1B  and C).

A  colonoscopy  was  performed  with  visualization  of  the
terminal  ileum  without  showing  any  lesions.  Two  months
later  and  given the  persistence  of  the lesions  in a new
CT  scan,  a  resection  of  the pathological  bowel and an

ileum-ileal  anastomosis  preserving  the  ileum-cecal  valve
was  performed.

Macroscopic  findings:  the resected  terminal  ileum  was
angled  into  two  fragments,  one  with  a thickened  wall  and
narrowed  lumen  and the other  with  a  dilated  lumen  without
notable  alterations  (Fig.  1D).

Microscopic  findings:  a section  of  the  thickened  wall
of  the ileum  presented  different  alterations  (Fig.  1E).
The  mucosa  presented  characteristic  features  of long-
standing  CD  with  flattened  villi  and  irregularly  shaped
glands  (Fig.  1F).  The  adjacent  mucosa  showed  a  SEL  with
eosinophilic  cells  with  low-grade  (LG)  and  high-grade  dys-
plasia  (HGD)  (Fig.  1G  and  H).  A  high-grade  adenocarcinoma
with  mucinous  pools  infiltrated  the  wall  bowel  (Fig.  1I)  with
lymphovascular  invasion  by  signet-ring  cells  (Fig.  1J).  In a
separate  section  a linear  ulceration  was  adjacent  to a SEL
(Fig.  1L)  with  HGD.  The  dysplastic  epithelium  and  the car-
cinoma  showed  p53 expression  (Fig.  1K  and  M).  Proteins  of
the  mismatch  repair  genes  (MLH1,  MSH2,  MSH6,  and  PMS2)
retained  the  nuclear  expression.  No  mutations  were  found  in
KRAS,  NRAS,  and  BRAF  genes  in the  carcinoma  by  sequenc-
ing.

SEL  in  IBD  are  reported  in  the  colonic  mucosa  and
it  may  be easily  missed  by  endoscopists  and  patholo-
gists,  especially  if the lesions  are flat.  When  considered,
they  should  be  differentiated  from  SSL.  In our  case,
the  SEL  occurred  in the  mucosa  of  the  small  bowel
where  serrated  adenomas  are rarely  described.5 The
p53  expression  and  the lack  of  BRAF  mutations  cor-
roborated  the findings  described  in this  carcinogenesis
pathway.

In conclusion,  SEL  is  a precursor  lesion  of  IBD-associated
carcinoma  that  may  appear  in the  small intestine.  When
dysplasia  is  present,  p53  expression  may  be useful  to  dif-
ferentiate  SEL  from  SSL.
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Figure  1  (A)  Contrast  enhanced  CT  in  venous  phase  showed  severe  mural  oedema  and  hyperenhancement  of  a  long  segment  of

the distal  ileum  that  was  also  stenotic.  Fat  stranding  of  the  perienteric  fat  and  the  comb  sign  were  also  visible.  Upstream  dilatation

of the  small  bowel  was  present.  (B,  C)  Axial  MRI  T2  weighted  images  without  (B)  and with  fat  saturation  (C)  confirmed  the  CT

findings and  indicate  intramural  oedema.  (D)  Cross  section  of  the  intestinal  wall  showed  a  narrow  lumen  and  wall  thickening.  (E)

Panoramic section  of  the  thickened  bowel  wall  showing  various  lesions.  (F)  Flattened  villi  and  complex  architectural  glands  as  signs

of chronicity  of  CD.  (G)  Detail  of  serrated  glands  with  LGD  in a  SEL.  (H)  Serrated  glands  with  HGD  in the  other  side  of  the  same  SEL.  (I)

Mucinous adenocarcinoma  infiltrating  the bowel  wall  as  pools  of  mucin  covered  by a  monolayer  of  atypical  cells.  (J) Lymphovascular

invasion  by  mucin  with  signet-ring  cells.  (K)  The  same  signet-ring  cells  showed  nuclear  p53 expression.  (L)  Linear  ulcer  in an  area

of active  CD  and  adjacent  another  polypoid  SEL.  (M)  p53  staining  was  observed  in  glands  with  HGD.

References

1. Harpaz N, Goldblum JR, Shepherd N,  Riddell RH, Rubio CA, Vieth

M, et al. Novel classification of dysplasia in IBD. Mod Path.

2017;30:174A.

2. Choi WT, Yozu M, Miller GC, Shih AR, Kumarasinghe P, Mis-

draji J, et al. Nonconventional dysplasia in patients with

inflammatory bowel disease and colorectal carcinoma: a mul-

ticenter clinicopathologic study. Mod Pathol. 2020;33:933---43,

http://dx.doi.org/10.1038/s41379-019-0419-1.

3. Gui X, Köbel M, Ferraz JG, Iacucci M, Ghosg S,  Liu

S, et al. Histological and molecular diversity and het-

erogeneity of  precancerous lesions associated with inflam-

matory bowel diseases. J Clin Pathol. 2020;73:391---402,

http://dx.doi.org/10.1136/jclinpath-2019-206247.

4. Muller M, Hansmannel F,  Arnone D, Choukour M,  Ndiaye

NC, Kokten T, et al. Genomic and molecular alterations

in human inflammatory bowel disease-associated colorec-

tal cancer. United Eur Gastroenterol J.  2020;8:675---84,

http://dx.doi.org/10.1177/2050640620919254.

5. Yin A, Zeng Z,  Wan X, Yu  H, Zhao L.  Jejunal ser-

rated adenoma diagnosed and treated by double-balloon

enteroscopy. Case Rep Gastroenterol. 2018;12:528---31,

http://dx.doi.org/10.1159/000490041.

Míriam  Gené a,b,  Anna  Alguersuari c, Francesc  Ponsd,
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