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Abstract

Celiac disease (CD) is a chronic immune mediated enteropathy induced by the ingestion of gluten in genetically
predisposed individuals. In cases of long term evolution and poor adherence to gluten-free diet (GFD), the outcome of
CD may be the development of malignant diseases mainly lymphomas that can be responsible of a higher mortality rate.
In some rare cases, the diagnosis of CD is made upon the discovery of the lymphoma. The main histological type is the
enteropathy-associated T-cell lymphoma but can also be a B-cell kind. We report here the case of 02 patients with
lymphomas revealing a CD.
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CASE 1

First case is about a 48 years old male with no
medical history who presented with ascites and lower
limb oedema with the presence of fever, drenching
night sweats and weight loss within the previous two
months. Examination demonstrated a fever, cervical,
left axillary and bilateral inguinal swollen nodes. The
laboratory investigations showed an iron deficiency
anaemia with inflammatory syndrome (high C reactive
protein). Investigations for infections and tuberculosis
were negative. Upper gastrointestinal endoscopy was
performed and showed multiples ulcerations and
nodules of the pylorus with a scalloping of the duodenal
folds. Histology showed total villous atrophy with
intraepithelial lymphocytosis and infiltration of the
bulbar  mucosa by lymphoid  proliferation,
immunohistochemistry (IHC) was compatible with low-
grade non Hodgkin B lymphoma. The abdominal CT
scan revealed the presence of a suspicious ileal
thickening with intra- and retro-peritoneal lymph node
suggesting lymphomatous disease. lleocolonoscopy was
normal. Patient then received chemotherapy based on
R-CHOP protocol (Rituximab, cyclophosphamide,
hydroxyadaunorubicin, oncovin and prednisolone) and
the fellow-up for the coming year was marked by a
remission.

Case 2

We report for the second case the findings in a
27 years old male with history of intermittent greasy
loose stools and vomitting associated with abdominal

discomfort. He was admitted to the emergency
departement with melena with no hematesis, altered
general condition, fever and drenching night’s sweats.
Examination showed fever and inguinal bilateral
swollen nods. Biology showed an iron deficiency
anemia. Investigations for infections and tuberculosis
were also negative. Upper gastrointestinal endoscopy
showed a reduction of duodenal folds. Ileocolonoscopy
was normal except the presence of melena. An upper
gastrointestinal enteroscopy was performed and showed
an ulcerative mass of the proximal jejunum responsible
of a passable stenosis that extends over 20 centimeters
(Figure 1). IHC was compatible with low-grade non
Hodgkin B lymphoma with staining patterns of CD20.
The computed tomography showed an intraperitoneal
effusion and jejunal wall thickening. Upon these
findings, the diagnosis of malignant complication of CD
was retained. Patient was then transfered to an onco
hematolgy unit and started chemotherapy.

with spontaneous bleeding
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The mortality of a celiac population is
significantly increased compared to the general
population. The criteria associated with this increased
risk are late diagnosis of the disease, non-compliance
with GFD, the severity of the malabsorption syndrome
and certain complications such as malignancies [3]. The
prevalence of malignant lesions in untreated CD is
approximately 10%. Non-Hodgkin lymphoma (NHL) of
the small intestine is the most well-known malignant
complication, but there are other visceral neoplasms
associated with CD [4]. These neoplasms are in order of
frequency: carcinomas of the esophagus and
oropharynx (standardized incidence ratio [SIR] of 2.3
and 4.2, respectively), adenocarcinoma of the small
intestine, colon cancer (SIR 1, 5) and pancreatic
adenocarcinoma (SIR 2.7). Lymphoma is a general term
used to refer to more than 50 related cancers. There are
two general categories of lymphoma: Hodgkin
lymphoma and non-Hodgkin lymphoma (NHL). The
difference between these two is whether or not the
Reed-Sternberg cells are present (a cell derived from a
B lymphocyte and is only present in the case of
Hodgkin lymphoma). If there are no Reed-Sternberg
cells in the lymphatic tumor, the diagnosis is likely to
be NHL. Of all lymphoma diagnoses, 85% are NHL.
Primary lymphomas of the digestive tract are NHL),
derived by definition from MALT (Mucosa Associated
Lymphoid Tissue) [5]. They correspond to 1% of
gastrointestinal tumors. The stomach is the most
frequent site, followed by the small intestine and colon.
B lymphomas (90%) are more common than T
lymphomas (10%). Digestive T lymphomas are rare,
accounting for less than 1% of NHL. In addition to the
intestinal locations of viro-induced T Iymphomas
(linked to HTLV1 or EBV), those linked to immune
deficiencies, or CD4 + T lymphomas of the chorion [6],
the relative risk in the event of celiac disease is
increased from 3 to 80 according to studies [16]. This
can be explained by the local inflammatory process
secondary to the ingestion of gluten and by the
antigenic stimulation of B and T lymphocytes in a
persistent way which promotes the development of
lymphoma in this location [19]. Note that in one out of
two cases, lymphoma is indicative of a silent celiac
disease and manifests itself as a surgical complication
such as hemorrhage, intestinal perforation or
obstruction [15]. On imaging, lymphoma may be
responsible of a narrow intestinal lumen, a thickened
intestinal wall, the presence of nodules, an intraluminal
mass, ulceration, lymphadenopathy or even lesions of
the omentum [17]. Lymphoma is only slightly enhanced
on CT scann [18]. There are three types of lymphoma:
non-Hodgkin's B lymphoma, refractory sprue and
intestinal T lymphoma EATL (Enteropathy-Associated
T cell Lymphoma). Non-Hodgkin's B lymphoma can be
localized in the intestine and a strong genetic
involvement has been suggested to explain its
development [16]. In patients with celiac disease, the
relative risk has been reduced to 6 according to recent
studies [15]. Enteropathy-associated T lymphoma

(EATL) is a very rare type of rapidly growing
(aggressive) NHL. It is most common in Europe and in
humans. It most commonly affects people between the
ages of 60 and 70 years old. EATL most often occurs in
the jejunum. It can also start in other parts of the small
intestine and in the colon. EATL type | is associated
with celiac disease or gluten sensitivity, whereas EATL
type Il is not associated with celiac disease or gluten
sensitivity. It is less common than type | EATL [7-10].
LTAE type | can be diagnosed during a surgical
emergency and reveal celiac disease. Conversely, when
celiac disease is known, lymphoma should be looked
for in the case of resistance to the GFD and its
diagnosis can be difficult. It is based on enteroscopy,
thoraco-abdominal computed tomography, positron
emission tomography or even laparotomy.

Prof. Cellier's team highlighted refractory
clonal sprue, known as type Il (RS II), which is
considered to be a low degree of malignancy,
intraepithelial lymphoma, associated with celiac disease
and characterized by an expansion of small
intraepithelial lymphocytes of abnormal phenotype (no
surface expression of the CD3-T receptor complex, but
CD3 + intracellularly in IHC and CD8-, CD103 +) [11].
It is complicated by T lymphoma of high degree of
malignancy in 30 to 50% of cases at 5 years and its
prognosis is poor with less than 45% of patients alive 5
years after diagnosis [12]. Its diagnosis is difficult and
requires in particular specialized IHC, phenotypic and
molecular biology (PCR Multiplex) studies.

When CD is diagnosed in childhood, there is
no observed increased risk of cancer, most likely due to
early initiation of GFD [13]. In symptomatic adults, a
well-monitored and prolonged GFD for at least 5 years
significantly reduces the overall risk of cancer
(carcinomas and lymphomas combined), but the
difference mainly concerns the lymphomas [14].In
general, the therapeutic strategies for gastrointestinal
lymphomas are based on chemotherapy and are specific
to the histological type and their location in the
digestive tract. The poor prognosis of RS type Il is
linked to the lack of effective treatment since those
usually used (corticosteroids and immunosuppressants)
only have a partial and temporary effect (12). Two new
therapeutic strategies for RS type II: 1 - a classic
treatment by chemotherapy-autograft, 2- a therapy
targeted by the use of inhibitors of the intra-lymphocyte
signaling pathway of IL-15 (inhibitors of JAK 3, in
project). The goal is to cure patients with RS type Il and
prevent the onset of high degree of malignancy T
lymphomas (EATL).

CONCLUSION

In case of a symptomatic celiac patient despite
a correctly followed gluten-free diet, the various
possible malignant complications of celiac disease,
mainly digestive cancers and lymphomas, should be
excluded. More specifically concerning the malignant
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digestive complications of celiac disease involving the
small intestine, it will be remembered that they are
essentially adenocarcinoma and lymphoma for which
we distinguish non-Hodgkin B lymphoma, refractory
sprue and intestinal T lymphoma.

RFERENCE

1.

Smedby, K. E., Akerman, M., Hildebrand, H.,
Glimelius, B., Ekbom, A., & Askling, J. (2005).
Malignant lymphomas in coeliac disease: evidence
of increased risks for lymphoma types other than
enteropathy-type T cell lymphoma. Gut, 54(1), 54-
59.

Catassi, C., Bearzi, I., & Holmes, G. K. (2005).
Association of celiac disease and intestinal
lymphomas and other
cancers. Gastroenterology, 128(4), S79-S86.

Brown jR, G., & Singh, P. (2018). Coeliac
disease. Paediatrics and international  child
health, 39(1), 23-31.

Lepers, S., Couignoux, S., Colombel, J. F., &
Dubucquoi, S. (2004). La maladie cceliaque de
I’adulte: aspects nouveaux. La revue de médecine
interne, 25(1), 22-34.

Isaacson, P. G. (2005). Update on MALT
lymphomas. Best Practice & Research Clinical
Haematology, 18(1), 57-68.

Malamut, G., Meresse, B., Kaltenbach, S.,
Derrieux, C., Verkarre, V., Macintyre, E., ... &
Cellier, C. (2014). Small intestinal CD4+ T-cell
lymphoma is a heterogenous entity with common
pathology features. Clinical Gastroenterology and
Hepatology, 12(4), 599-608.

American Society of Clinical Oncology. (2014,
November). Lymphoma Non-Hodgkin Overview.
Freedman, A.S., Jacobson, C.A., Mauch, P., Aster,
J.C. (2015). Non-Hodgkin lymphoma. DeVita VT
Jr, Lawrence, T.S., & Rosenberg, S.A.
(2015). Cancer:  Principles and Practice of
Oncology. (10th Edition). Philadelphia: Wolters
Kluwer Health/Lippincott Williams & Wilkins,
103:1552-1583.
Medeiros, L. J.
Hodgkin’s and

(2013). Pathology of Non-
Hodgkin’s Lymphomas.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

In Neoplastic Diseases of the Blood (pp. 867-918).
Springer, New York, NY.

Board, P. A. T. E. (2020). Adult Non-Hodgkin
Lymphoma Treatment (PDQ®). In PDQ Cancer
Information Summaries [Internet]. National Cancer
Institute (US).

Cellier, C., Delabesse, E., Helmer, C., Patey, N.,
Matuchansky, C., Jabri, B., ... & French Coeliac
Disease Study Group. (2000). Refractory sprue,
coeliac disease, and enteropathy-associated T-cell
lymphoma. The Lancet, 356(9225), 203-208.
Malamut, G., Afchain, P., Verkarre, V., Lecomte,
T., Amiot, A., Damotte, D., ... & Cellier, C. (2009).
Presentation and long-term follow-up of refractory
celiac disease: comparison of type | with type
I1. Gastroenterology, 136(1), 81-90.

Cardinali, C., Degl'Innocenti, D., Caproni, M., &
Fabbri, P. (2002). Is the search for serum
antibodies to gliadin, endomysium and tissue
transglutaminase meaningful in psoriatic patients?
Relationship between the pathogenesis of psoriasis
and  coeliac  disease. British ~ Journal  of
Dermatology, 147(1), 180-195.

Collin, P., & Reunala, T. (2003). Recognition and
management of the cutaneous manifestations of
celiac disease. American journal of clinical
dermatology, 4(1), 13-20.

Malamut, G., & Cellier, C. (2013). Manifestations
de la maladie ceeliaque de 1’adulte. Pathologie
Biologie, 61(3), e47-e51.

Leffler, D. A., & Kelly, C. P. (2014). The cost of a
loaf of bread in symptomless celiac
disease. Gastroenterology, 147(3), 557-559.
Freedman, A.S. (2014). Management of
gastrointestinal lymphomas. UpToDate®.
Malamut, G., Chandesris, O., Verkarre, V.,
Meresse, B., Callens, C., Macintyre, E., ... &
Cellier, C. (2013). Enteropathy associated T cell
lymphoma in celiac disease: a large retrospective
study. Digestive and Liver Disease, 45(5), 377-384.
Kurppa, K., Paavola, A., Collin, P., Sievéanen, H.,
Laurila, K., Huhtala, H., ... & Kaukinen, K. (2014).
Benefits of a gluten-free diet for asymptomatic
patients with serologic markers of celiac
disease. Gastroenterology, 147(3), 610-617.

© 2021 | Published by Scholars Middle East Publishers, Dubai, United Arab Emirates 111



