CASE REPORTS

Unusual endoscopic
appearance of B-cell
lymphoma of the small bowel
N a patient with Crohn’s
disease: a case report

Martina Pintérova Kolesarova', Marcela Kopacova', Véra Tycova? David Belada', Lukas Smolej',
Jan Krejsek?®, Michal Pintér', Stanislav Rejchrt', Jan Bure§'

' 2nd Department of Medicine, Charles University in Praha, Faculty of Medicine at Hradec Kralové, University Teaching Hospital, Hradec
Kréalové, Czech Republic

2 The Fingerland Department of Pathology, Charles University in Praha, Faculty of Medicine at Hradec Kralové, University Teaching Hospi-
tal, Hradec Kralové, Czech Republic

% Institute of Clinical Immunology and Allergology, Charles University in Praha, Faculty of Medicine at Hradec Kralové, University Teaching
Hospital, Hradec Kralové, Czech Republic

Pintérova Kolesarova M, Kopacova M, Tycova V, Belada D, Smolej L, Krejsek J, Pintér M, Rejchrt S, Bures J.
Unusual endoscopic appearance of B-cell lymphoma of the small bowel in a patient with Crohn’s disease: a case
report. Folia Gastroenterol Hepatol 2005; 3 (3): 104 — 109.

Abstract. The case report of a 42-year-old man describes MALT type B-cell ymphoma of the jejunum in
Crohn’s disease (lasting 10 years) presented with quite unusual endoscopic appearance. The patient was treat-
ed with azathioprine for 3 last years. Both Ebstein-Barr and cytomegalovirus were negative. A 3-centimetre long
segment of pathological appearance of the bowel was found in the proximal jejunum, transverse folds were
swollen, no villi were present and pathological tumorous vascularization was seen. The risk of lymphoma in
inflammatory bowel disease is low in general. This case report shows gastroenterologists the possible unusual
enteroscopic appearance of jejunal lymphoma.
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Souhrn. Kazuistika popisuje neobvykly endoskopicky vzhled MALT B-lymfomu jejuna u 42-letého muze
s Crohnovou chorobou trvajici deset let. Pacient byl Ié¢eny azathioprinem tfi roky. Infekce virem Ebstein Barrové
a cytomegalovirem byla negativni. Pri endoskopickém vySetfeni byl v proximalnim jejunu nalezen 3 cm dlouhy
segment patologického vzhledu. PFicné rasy byly oteklé, postizené misto bylo bez stfevnich kikd a byla patrna
patologicka vaskularizace. Riziko vzniku lymfomu u pacientu s idiopatickym stievnim zanétem je nizké. Tato
kazuistika ukazuje gastroenterologiim moZny neobvykly endoskopicky vzhled jejunalniho lymfomu.
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The gastrointestinal tract is the predominant site of Hodgkin’s lymphomas of the gastrointestinal tract
extranodal non-Hodgkin’s lymphomas. Primary non- are rare, accounting for only 1 to 4 percent of malig-
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nancies arising in the stomach, small intestine, or
colon. B-cell lymphomas of the MALT type (Mucosa
Associated Lymphoid Tissue-type lymphoma), now
called extranodal marginal zone B-cell lymphoma of
MALT type in the WHO classification, are the most
common primary gastrointestinal lymphomas (46),
comprising about 35 % cases (29). This low-grade
MALT type lymphoma usually has a favourable pro-
gnosis among other primary small intestinal lympho-
mas (37). The distal small bowel, particularly the ileo-
caecal region, is a more frequent site of its involve-
ment than the proximal small intestine or colon
(16,19,20,42).

An association between inflammatory bowel disea-
se and lymphoma has been described in several
reports (17,26,31,47,50). Large population-based stu-
dies have found relative risks ranging from 0.4 to 2.4
(4,12,25,32,35,38,40).

Primary small intestinal lymphomas of the MALT
type may be present as unifocal (or less commonly
multifocal) ulcerated, protruding, or infiltrating mass
lesions (44,46). Endoscopic features of small intesti-
nal lymphoma usually comprise infiltration of the
intestinal wall, affected segment is rigid, reddish, fra-
gile and often bleeding spontaneously. Intestinal folds
are smooth and no peristalsis is apparent. In MALT
type lymphoma, irregular nodular or polypoid pattern

B-cell lymphoma in Crohn’s disease

is seen and multiple ulcers with scaring could be
found (5,18,51,54).

We describe a case of MALT type B-cell ymphoma
in a patient with Crohn’s disease presented with quite
unusual endoscopic appearance.

Case report

A 42-year-old man presented elsewhere with abdo-
minal pain and diarrhoea in 1995. Because of these
complaints he underwent appendectomy laparoscopi-
cally in July 1996, histology revealed non-specific
chronic inflammatory changes. Further investigation
was carried out for melaena which occurred in Febru-
ary 1997. Infiltration of duodenal mucosa in gastrodu-
odenoscopy and non-specific proctitis in colonoscopy
were found. The patient was referred to our Depart-
ment in April 1997 and diagnosis of Crohn’s disease
was established (based on gastroduodenoscopy,
push-enteroscopy, colonoscopy and histology of
biopsy specimens). Benign spinocellular papiloma of
the distal oesophagus was removed endoscopically
as an accidental finding in a heavy smoker. Treatment
with mesalazine (5-aminosalicylic acid) was started.
The patient gained weight of 6 kg (previously lost) and
stayed symptom-free for the following four years.
A flare-up of Crohn’s disease occurred in March 2001,
presented with abdominal colicky pain. Segmental

Figure 1 / Obr. 1

Low grade B-cell MALT lymphoma complicating Crohn’s
disease. The folds are swollen, no villi present, mucosa is
fragile with pathological vascularization (arrows). On the top of
the folds are multiple erosions. Enteroscopy, proximal jejunum.
MALT lymfom (low grade B-lymfom) komplikujici Crohnovu
chorobu. Slizniéni Fasy jsou oteklé, bez klkt, sliznice je kiehka
s patologickou vaskularizaci (Sipky). Na vrcholcich fas jsou
patrné drobné eroze. Enteroskopie, proximalni jejunum.

Figure 2 / Obr. 2

Low grade B-cell MALT lymphoma complicating Crohn’s
disease. Abnormal tumorous neo-vascularization (arrows) is
shown. Enteroscopy, proximal jejunum.

MALT lymfom (low grade B-lymfom) komplikujici Crohnovu
chorobu. Je patrna abnormalni nadorova neo-vaskularizace
(Sipky). Enteroskopie, proximalni jejunum.
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inflammatory involvement of the distal duodenum (D4)
and proximal jejunum was found in push-enteroscopy.
The enteroclysis showed stenoses of the distal jeju-
num and proximal ileum with a prestenotic bowel dila-
tation. Non-specific proctitis was seen in colonosco-
py. Systemic glucocorticosteroids (prednisone 20 mg
per day) were started for three months, followed by
topical corticosteroids (budesonide 9 mg per day).
Immunosuppressive therapy by azathioprine (2.5 mg
per kg per day) has been administrated since Sep-
tember 2001. Both Ebstein-Barr virus and cytomega-
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Figure 3 / Obr. 3

Low grade B-cell MALT lymphoma.
Infiltration of the lamina propria
mucosae by the tumour lymphoid
cells in the jejunum. Haematoxyllin-
eosin, magnification 100x.

Infiltrace sliznice jejuna lymfoidnim
burikami pochazejicimi z MALT
lymfomu (low grade B-lymfom).
Hematoxylin-eozin, zvétSeni 100x.

Figure 4 / Obr. 4

Low grade B-cell MALT lymphoma of
the jejunum. Lymphoepithelial lesion
(marked with arrow), infiltration of
lymphoid cells into the epithelium,

a typical sign of MALT type
lymphoma. Immunohistochemistry,
LCA, magnification 100x.

MALT lymfom jejuna (low grade B
lymfom). Loziskova infiltrace
lymfoidnich bunék do epitelu,
lymfoepitelialni 1éze (oznacena
Sipkou), typicky znak MALT lymfomu.
Imunohistochemie, LCA, zvétSeni
100x.

lovirus were negative. Clinical and endoscopic remis-
sion was achieved and the patient did well for another
4 years, being controlled regularly.

In May 2005 he underwent control endoscopy,
being still symptom-free. Barrett’s oesophagus and
reflux oesophagitis were found in gastroscopy. Heli-
cobacter pylori was negative. There were several
mucosal erosions in the duodenum (from D2 to D4)
and proximal jejunum in push-enteroscopy. A 3-cen-
timetre long segment of pathological appearance of
the bowel was found in the proximal jejunum, trans-



Figure 5 / Obr. 5

Low grade B-cell MALT lymphoma of the proximal jejunum.
Enteroscopic control after chemotherapy. Endoscopic
appearance has partially improved. However, tumorous neo-
vascularization is still visible (arrows), fine granular relief of the
mucosa is seen.

MALT lymfom (low grade B lymfom) proximalniho jejuna.
Enteroskopicka kontrola po skonéeni chemoterapie.
Endoskopicky obraz ¢astec¢né zlepSen. Nadorova neo-
vaskularizace je vSak stale patrna (Sipky), sliznice ma jemny
granularni reliéf.

verse folds were swollen, no villi were present and
pathological vascularization was seen (Figs 1 and 2).
Histology of biopsy specimens revealed severe jeju-
nal infiltration by tumorous lymphoid cells (Fig 3).
Immunophenotype of B-lymphocytes was CD20+
and CD79a+. Lymphoid cells expressed bcl-2, too,
but CD5, CD23, CD10 and cyclin-D1 were negative.
CD45-positive T-lymphocytes were identified at the
periphery of tumorous infiltration. Lymphoepithelial
lesions were found in immunohistochemistry (Fig 4).
There was no lymphadenopathy found during the CT
scan, histology of bone marrow (obtained by trepa-
nobiopsy) was normal. Diagnosis of extranodal mar-
ginal zone B-cell ymphoma of MALT type was estab-
lished. Six cycles of systemic chemotherapy COP
regimen (cyclophosphamid, vincristine, and predni-
sone) were administrated. Control endoscopy after
this initial chemotherapy found only a partial impro-
vement (Fig 5) and that is why the treatment continu-
ed with second line immunochemotherapy with rituxi-
mab in November 2005 (dose of 375 mg/m2 given
four times). Crohn’s disease remains in full remission.

Discussion
We present a case of jejunal B-cell lymphoma in
Crohn’s disease. Enteroscopic appearance of the

B-cell lymphoma in Crohn’s disease

lymphoma was quite unusual, transverse folds were
swollen, no villi were present and tumorous vascula-
rization (newly formed vessels) was seen. We consi-
der these pathological vessels as a unique sign of
tumorous angiogenesis. Unlike this case, irregular
nodular or polypoid pattern is usually seen and multi-
ple ulcers with scaring could be found in a MALT type
small intestinal lymphoma (5,18,51,54). We can
hypothesize that this tumorous angiogenesis has
been stimulated by means of cytokines mediated by
T-lymphocytes infiltrating margins of the lymphoma.
Other possible factor, bcl-2 family proteins (as impor-
tant anti-apoptotic agents) are considered to be res-
ponsible for pathological neo-vascularization both in
human & experimental oncology (24,48) and non-
oncological cardiology (9,22). B-lymphocytes expres-
sed bcl-2 proteins in the lymphoma of our case, too.
Recently, Cernoch (8) described similar pathological
tumorous vessels in cholangioscopy of cholangioge-
nic carcinoma (Klatskin bile duct tumour).

Lymphoma occurring in the setting of idiopathic
inflammatory bowel disease was first described by J.
Arnold Bargen in 1928 (cited from 30). An association
between inflammatory bowel disease and lymphoma
has been reports
(17,26,31,47,50), most of which were retrospective,
small, and derived from tertiary referral centres, rai-
sing the possibility of referral bias (34). In contrast,
large population-based studies have found relative
risks ranging from 0.4 to 2.4 (4,12,13,25,32,35,38,40).
Considering the data in aggregate, they do not sup-
port an increased risk of lymphoma in patients with
inflammatory bowel disease compared to the general
population (3,34). However, whether the risk is incre-
ased in patients with IBD treated with azathioprine or
6-mercaptopurine remains unclear (39,49).

Data from transplant recipients and rheumatoid
arthritis patients suggest that there is an increased
risk of malignancy after treatment with azathioprine
(41). However, risk of lymphoma in inflammatory
bowel disease treated with azathioprine is low in
general (4,14,28,33). Only Kandiel et al (23) found
fourfold increased risk of lymphoma in inflammatory
bowel disease treated with azathioprine or 6-mercap-
topurine. Some authors even found no increased risk
at all. Fraser et al (15) treated 626 of 2,204 patients
(855 with Crohn’s disease and 1,349 with ulcerative
colitis) with azathioprine for a mean period of 27
months. Mean follow-up from the start of azathiopri-

described in  several
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ne was 7 years. Eight patients had lymphoma, only
three had been given azathioprine.

Treatment of inflammatory bowel disease with aza-
thioprine or 6-mercaptopurine appears to be associa-
ted with a slightly increased risk of Epstein-Barr virus
positive lymphoma (1,6,11,21,36,52). Both Ebstein-
Barr virus and cytomegalovirus could be associated
(may be causative?) with refractory inflammatory
bowel disease (10,53). The patient in our case report
was treated with azathioprine for 3 years. Both the
Ebstein-Barr virus and cytomegalovirus were negati-
ve. Thus the possible role of azathioprine in the pat-
hogenesis of MALT type lymphoma in this particular
case remains unlikely.

Patients with moderate to severely active Crohn’s
disease treated with infliximab may have a small but
real risk of developing severe infections and/or non-
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