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Celiac disease is an immune mediated entheropathy triggered by gluten in genetically predisposed individuals. Patients with
celiac disease are at a higher risk of gastrointestinal malignancies. Diagnosis at an advance stage is one of the factors of an unfa-
vorable prognosis of these complications. Our patient is a woman who was diagnosed with celiac disease at 53 years of age.
After two years on a gluten-free diet she developed sideropenic anemia. No source of bleeding was found on the esophago-
gastroduodenoscopy or colonoscopy. Video capsule endoscopy revealed exulcerated bleeding stenosis in the jejunum, in front
of which the capsule lodged. There were no signs of infiltration on simultaneous CT enterography. The patient was operated on
and the infiltration of the jejunum was resected. The specimen was evaluated by a histopathologist as a moderately differen-
tiated adenocarcinoma. Due to the risk factors, the patient received adjuvant chemotherapy. The knowledge of the malignant
complications of celiac disease, their risk factors and the possibilities of modern enteroscopic methods could help in the early
diagnosis and improvement of the prognosis of these diseases. Due to a lack of data and an absence of guidelines, treatment of
a small bowel adenocarcinoma is based on an expert agreement and guidelines for colon cancer. Surgical treatment is the only
potentially curative option. For stage Il with risk factors and stage lll adjuvant chemotherapy should be considered.
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Adenokarcinom tenkého stieva diagnostikovany pomoci video kapslové endoskopie
u pacientky s celiakii: kazuistika a prehled literatury

Celiakie je imunitné zprostfedkovand enteropatie, rozvijejici se pfi poziti lepku u geneticky predisponovanych osob. Je spo-
jena se zvysenym rizikem rozvoje malignit traviciho traktu. Tyto komplikace jsou vétsinou diagnostikovany v pozdnim stadiu,
coz je jednim z faktor( jejich nepfiznivé progndzy. Nase kazuistika se tyka zeny, jiz byla celiakie diagnostikovana v 53 letech.
Po 2 letech se u ni nahle rozvinula sideropenicka anémie. Esofagogastroduodenoskopie ani kolonoskopie neprokazala
krvaceni do gastrointestindlnho traktu. Video kapslova endoskopie odhalila exulcerovanou stenézu v jejunu se zndmkami
krvaceni, pred kterou kapsle retinovala. Na simultanné provedené CT enterografii nebyla infiltrace patrna. Byla provedena
operacni revize s resekci infiltrace jejuna. Histologicky byl prokazan adenokarcinom tenkého stfeva, vzhledem k rizikovym
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faktorlim byla zahajena adjuvantni chemoterapie. Znalost malignich komplikaci celiakie, jejich rizikovych faktord a mozno-
sti vyuziti modernich enteroskopickych metod muze pfispét k ¢asné diagnostice a zlepSeni prognézy téchto onemocnéni.
Vzhledem k nedostatku dat a absenci doporucenych postupt se [é¢ba adenokarcinomu tenkého streva fidi ndzory expertu
a doporucenymi postupy |écby kolorektalniho karcinomu. Chirurgickd resekce je jedina potencialné kurativni 1é¢ba. U stadia

Il s rizikovymi faktory a stadia lll by méla byt zvaZena adjuvantni chemoterapie.

Kli¢cova slova: adenokarcinom, celiakie, chirurgie, video kapslova endoskopie, tenké stfevo.

Fig. 1. VCE showing malignant tumor of the small bowel (a, b), with apparent bleeding (c)

Introduction

Celiac disease (CD) is a chronic multiorgan autoimmune disease
triggered by exposure to gluten in genetically predisposed individuals
(1). Patients with CD are at a higher risk of malignant complications such
as malignant lymphoma, small bowel adenocarcinoma and others (2).
Diagnosis of these complications at an advanced stage is one of the
factors of their unfavorable prognosis. The use of modern enteroscopic
methods such as video capsule endoscopy (VCE) or double balloon
enteroscopy has been helpful in the diagnosis of small intestinal ma-
lignancies during recent years (3, 4). Due to rarity of these diagnoses
there is a lack of a standardized therapeutic approach.

Case report

Our patient is a woman who was diagnosed with CD at 53 years
of age. She was initially asymptomatic, with Sjégren syndrome in her
past medical history and a positive family history of CD in her daughter.
We performed targeted screening, according to recommendations (5),
which showed a positivity of specific autoantibodies anti-tissue tran-
sglutaminase (anti-TTG) in IgA and anti-deaminated gliadin peptides
(@nti-DGP) in IgA and IgG. A biopsy of the distal duodenum showed
villous atrophy Marsh 3b according to the Marsh-Oberhuber classifi-
cation. No anemia was detected at the time of the diagnosis of CD
(hemoglobin 125g/L, MCV 88fL, ferritin 41.4 ug/L). The patient started
a strict gluten-free diet and was in stable condition, without any signs
of malnutrition during the follow-up visits. Anti-TTG IgA and anti-DGP
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IgA decreased to normal levels in seven months with a slight persistent

positivity of anti-DGP IgG.

After two years on a gluten-free diet the patient started to suffer
from artralgies, for which prednisolone, hydroxychloroquine and non-
-steroid-anti-inflammatory drugs were prescribed. She experienced
slight intermittent epigastric pain and one episode of black stool.
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Moderate anemia (hemoglobin 97 g/L, MCV 84fL, ferritin 22.1 ug/L)
was detected on a follow-up visit to rheumatology. We performed an
esophagogastroduodenoscopy and colonoscopy in search of bleeding
with physiological findings. In accordance with ESGE guidelines (6) VCE
was scheduled, an additional push enteroscopy (as required before
VCE by the insurance company in our region) with biopsy showed
stable findings without villous atrophy (Marsh 1, CD3* CD8* as shown
by immunohistochemistry). The VCE revealed exulcerated, stenotized
infiltration of the small bowel, with signs of bleeding (Fig. 1a, 1b), in
front of which the capsule lodged. The capsule was visualized on an
abdominal x-ray (Fig. 2). No infiltration was evident on a simultaneously
performed CT enterography, only the position of the lodged capsule
indicated the site of stenosis (Fig. 3). The patient was operated upon
with a finding of infiltration of the jejunum at the mesenterial site, with
bilateral lymphadenopathy. A resection of 60 cm of the jejunum (Fig. 4)
with side-to-side anastomosis was performed. The patient was dischar-
ged 7 days after surgery without any postoperative complications. The
specimen was evaluated by a histopathologist as moderately differen-
tiated adenocarcinoma (Grade 2), with angioinvasion and a positive
lymph node (1/13), RO resection, pT3NTMO (Fig. 5). The patient received
adjuvant chemotherapy XELOX (capecitabine plus oxaliplatin) due to
risk factors (positive lymph node and angioinvasion).

Discussion

Malignant tumors of the small bowel represent only 1-3% of gas-
trointestinal malignancies. Adenocarcinomas are the most frequent
finding (35-50%) followed by carcinoid tumors (30%), lymphomas
(15%) and gastrointestinal stromal tumors other than sarcomas (10%)
(7-9). Nevertheless, patients with CD are at an increased risk of some
of these malignancies. Studies investigating the risk of development of
carcinoma in patients with CD bring very different results, ranging from
a 10-fold increased risk (2) to an 82.6-fold increased risk (7). Although
the relative risk of lymphoma dramatically decreases after one year of
gluten-free diet (RR 157.6 to 12.7), the decrease in cases of carcinomais
not so expressed (RR 38.0 to 6.4) and the p-value for the trend doesn't
reach statistical significance (10).

Diagnosis of CD at an advanced age, untreated CD and possibly also
persisting villous atrophy and male gender were described as risk factors
of malignant complication development in celiac patients (11-14), but
the number of patients in studies is usually small and the results aren't
uniform. Our patient was diagnosed with CD at the age of 53 years. Due
to the lack of symptoms it is possible that CD was undiagnosed and
untreated for a long time in our patient, highlighting the importance of
family screening in such cases. A high turnover of the inflammatory po-
pulation with mucosal lymphocyte infiltration, an increased permeability
to oncogenic factors, a malabsorption of protective substances such as
vitamins A and E, or an impaired immune surveillance are considered
as pathogenetic mechanisms of cancerogenesis in these settings (14).
Another question is the course of development of the carcinoma. A ma-
jority of opinions lean toward adenoma-carcinoma evolution sequence
(15, 16), but there are some studies which question this approach, pro-
viding cases suggestive of dysplasia development in the flat mucosa
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Fig. 2. Avisible capsule on the abdominal x-ray

Fig. 3. CTenterography (coronal scan) - VCE lodged in the jejunum with
no evident CT signs of tumor infiltration

3). In contrast to small bowel adenocarcinoma in general, where the

duodenum is affected most frequently, carcinomas tend to develop in
the jejunum in most cases of CD patients, which corresponds with our
case. Vomiting, anemia, weight loss, intestinal bleeding, abdominal mass,
and perforation are the most frequent symptoms (17). Unfortunately,
a diagnosis is usually made in the advanced stages of the disease (74%
in stage IlI-IV) (14). In most cases the carcinoma isn't accessible to esopha-
gogastroduodenoscopy. CT or MR enterography and PET/CT are used
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Fig. &. Peroperative view of infiltration of jejunum (red arrow) with the
lodged capsule which was extracted by enterotomy (green arrow)

in the diagnostic approach. The availability of VCE and device assisted

enteroscopy could help in early diagnosis. In our case VCE was the only
examination which revealed the infiltration of the jejunum, when even the
CT enterography was negative. However, a recent study showed that the
diagnostic implementation of new techniques did not yield a significant
advantage in terms of an early diagnosis and better outcome, but there is
a need for further investigation (18). Due to a lack of data and an absence
of guidelines, treatment of a small bowel adenocarcinoma is based on
expert agreement and guidelines for colon cancer. A prospective phase
Il clinical trial PRODIGE 33-BALLAD comparing adjuvant chemotherapy
vs observation among patients with small bowel adenocarcinoma with
stage I-lll is still ongoing. Surgical treatment is the only potentially curative
option. However, 40% of patients have a relapse after primary tumor
resection. The main prognostic factors are lymph node invasion and
localization, with duodenal tumors having a worse prognosis. Five-year
survival in cases of lymph node invasion is poor (28-32%) (19-21). For
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Fig. 5. Histological section: invasive adenocarcinoma infiltrating submu-
cosal tissue, spreading under small intestine epithelium, HE staining, 100x
YRS 2 3

=

stage Il with risk factors (pT4) and stage Ill (N+) adjuvant chemotherapy

should be considered. Regimens are based on fluoropyrimidine in com-
bination with oxaliplatin (22).

Conclusion

We presented the case of a woman who was diagnosed with
atypical CD at the age of 53 years. The disease was complicated by
small bowel adenocarcinoma, which was detected by VCE. The patient
underwent surgical resection and received adjuvant chemotherapy. The
knowledge of the risk factors of CD, malignant complications and the
use of modern enteroscopic methods could improve the outcomes of

these patients in the future.
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