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Abstract

This is a case report of Crohn’s Disease with a primary small bowel lymphoma and a literature review of
the topic. The 57 year-old patient had suffered from abdominal pain and distention for almost one year prior
to diagnosis. Endoscopic studies had found inflamed ulcers in the distal ileum stenosis in the ileocecal re-
gion. Pathological and imaging findings were compatible with stenosing Crohn’s disease of the distal ileum.
Inflammation markers including fecal calprotectin (more than 20 times the normal value) were elevated.
Optimal medical treatment including steroids, an immunomodulator, and biological therapy with tumor ne-
crosis factor antagonist (AntiTNF) was administered, and patient’s initial response was good. Nevertheless,
endoscopic and imaging follow-ups found a lesion in the distal ileum that appeared to be a tumor. Surgery
found a neoplastic hematolymphoid tumor in the distal ileum.
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INTRODUCTION

Crohn’s disease (CD) is characterized by discontinuous
lesions and transmural inflammation. It can affect any part
of the gastrointestinal tract, but its most common locations
are the ileocolonic region and the small intestine which
account for almost 70% of cases. (1, 2) Almost 80% of cases
from other countries and regions are inflammatory with
smaller numbers of stenosing and fistulizing presentations.
(3) A study carried out at the Hospital Pablo Tobén Uribe
has found that almost a third of CD patients there had the
stenosing variety which may be related to late diagnosis.
(4) There is no single diagnostic gold standard for CD, and
diagnosis is confirmed by summation of clinical, endosco-
pic, imaging and histological findings, together with results
of biochemical tests. (S, 6) Performance of an ileocolo-
noscopy is essential when the distal ileum is compromised,
since it is superior to other diagnostic strategies. (5)

Patients with CD have a higher risk of developing neo-
plasms in the digestive tract, especially adenocarcinoma
and lymphomas in the small intestine, than does the gene-
ral population. The problem is that primary lymphomas in
the small intestine are difficult to diagnose in the context of
CD because the symptoms are often similar to, or superim-
posed on, inflammatory activity.

We present the case of a patient whose CD diagnosis had
been established by clinical, imaging, endoscopic and histolo-
gical findings, who developed a lymphoma in the distal ileum.

CLINICAL CASE

A S7-year-old cattle rancher was evaluated in primary
care for what he considered to be back pain of mechani-
cal origin in November 201S. He was treated with 15 mg
of meloxicam per day for almost 2 months. In February
2016, he felt worse due to the appearance of abdominal
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pain and discomfort in the lower hemiabdomen. Magnetic
resonance imaging (MRI) studies of the abdomen found
lumbar osteochondrosis T12-L1 without other abnorma-
lities. Total colonoscopy showed a normal colon without
ileocecal valve compromise, but with deep, fibrin covered
fibrin ulcers in the distal ileum. Biopsies revealed active
chronic inflammation of the ulcers but no granulomas.
Blood tests were negative for antibodies against neutrophil
cytoplasm (ANCA) and positive for anti-Saccharomyces
cerevisiae antibodies (ASCA) but did not show anemia.
Ulcerated ileitis was considered likely in relation to non-
steroidal anti-inflammatory drugs (NSAIDs). Suspension
of NSAIDs was recommended and daily treatment with 3 g
oral mesalazine for 1 month was begun. Abdominal disten-
sion and pain improved during this period.

Three months later the patient reported recurrence of his
symptoms appearance with increased intensity. Now they
were associated with 2 to S bouts of diarrhea with spots
of blood per day. During the patient’s evaluation by gas-
troenterology he said he had not lost weight, did not suffer
from night sweats, and had no extradigestive symptoms.
Nitazoxanide, a broad spectrum antiparasitic was prescri-
bed. The total colonoscopy was repeated two months later.
Blood tests at that time showed markedly elevated fecal
calprotectin of 2,100 mg/kg of stool (reference value up
to 50), normal blood count, an erythrocyte sedimentation
rate (ESR) of 28 and C-reactive protein (CRP) of 1.58
(reference value up to 0.8).

A follow-up colonoscopy performed on January 10,2017
found a circumferential ulcer in the ileocecal valve with
severe edema, erythema, and congestion (severe inflam-
matory stenosis) plus additional ulcers in the distal ileum.
Multiple biopsies were taken (Figure 1), and the patient
was hospitalized with high suspicion of stenosing CD.
Biopsies showed ulcerated mucosa constituted by a stroma
of vascularized fibro-connective tissue with marked inflam-
matory changes. Focal architectural was characterized by
flattened villi, brush edges, and inflammatory and necrotic
tissue debris. A dense lymphoplasmacytic infiltrate with
lymphoid aggregates, atrophic crypts and loss of goblet
cells was found without evidence of parasites, granulomas,
or dysplastic changes.

Magnetic resonance (MR) enterography showed a mar-
ked concentric, asymmetric and irregular thickening of
the submucosa of the distal ileal wall with extension to the
ileocecal valve. The wall was estimated to be 1.4 cm thick
with a longitudinal extension of 7 cm. Submucosal edema,
restriction of diffusion and uniform post-contrast enhan-
cement due to active inflammatory changes were found
together with striation of mesenteric (brush sign) and
non-necrotic adenopathies measuring less than 1 cm. No
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fibrosis was found (Figure 2). Tests for infectious diseases
were negative.

Figure 1. Severe inflammatory changes due to edema, erythema and a
circumferential ulcer in the ileocecal valve and ulcers in the distal ileum.

Figure 2. Magnetic resonance (MR) enterography showed marked
thickening in the distal ileum with ulcerated areas and Crohn’s activity
with inflammatory-fibrotic involvement.

Treatment with 50 mg of systemic hydrocortisone every
6 hours, azathioprine at 2 mg/kg/day, and anti-TNF
(infliximab) at a dose of 5 mg/kg/dose (in induction sche-
dule: weeks 0, 2 and 6) was begun. The patient’s clinical
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Figure 3. A. Increased thickening of wall in addition to severe inflammatory changes with circumferential ulceration in the ileocecal valve and distal
ileum (4 months later). B. Contrast abdominal CT scan showing coronal section in which a tumor-like lesion is identified in the distal ileum.

response was very good as shown by improvement of abdo-
minal pain, distension and diarrhea. Acute phase reactants
decreased, and the patient was discharged to be followed-
up as an outpatient.

Four montbhs later, the patient’s abdominal pain recurred,
this time in association with bloating. Physical examination
found a painful mass in the right iliac fossa. Total colonos-
copy showed increased thickening of the distal ileum and
a circumferential ulcer (Figure 3A), and a contrast abdo-
minal CT scan showed a pseudotumor extending from the
distal ileum to the ileocecal valve (Figure 3B). Ileocecal
resection and a right hemicolectomy were performed with
creation of an ileal transverse anastomosis. Almost 40 cm
were resected (Figure 4). Pathology found an 8 cm diffuse
large cell B lymphoma extending from mucosa to serosa.
Resection margins were tumor free, and there was no vas-
cular invasion, perineural invasion or lymph node involve-
ment (Figure S A, B and C).

Outpatient blood tests and neck and chest CT scans
ruled out lymph node involvement. Bone marrow aspira-
tion also showed no evidence of compromise.

DISCUSSION

The patient’s musculoskeletal symptoms were associated
with abdominal pain and diarrhea and had serological,
endoscopic and histological findings highly suggestive of
stenosing CD with ileocecal involvement. This required
treatment with biological anti-TNF and immunomodula-
tory therapy with azathioprine which led to notable clini-
cal improvement. Nevertheless, endoscopic findings and
images showed progressive worsening. After a follow-up
months later found a palpable mass in the right iliac fossa,

Figure 4. Photo during laparotomy in which a tumor-like lesion
is identified. Ileocecal resection and a right hemicolectomy were
performed with creation of an ileal transverse anastomosis.

it was decided to perform laparoscopic surgical resection. A
primary lymphoma of the small intestine was found in the
surgical specimen.

Neoplasms of the small intestine are very rare, and
their overall incidence is generally less than 1/100 000.
(7) In the United States, small bowel cancer represents
0.4% of all neoplasms and accounts for only 0.2% of can-
cer deaths. (7, 8) Primary small bowel lymphoma is even
more unusual.
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Figure 5. A. (4x) Diffuse neoplasm with focal ulceration that invades the entire thickness of the wall including the mucosa. B. Inmunohistochemistry
shows strong and diffuse positivity for CD20 in the membrane of the tumor lymphocytes. C. 40x photo shows multiple large neoplastic lymphocytes
with vesicular nuclei in the mucosa. Lymphocytes are pleomorphic, have abundant mitotic figures, but there are no signs of compromised lymph node
epithelium.

Patients with CD have a high risk of developing colo-
rectal cancer (especially adenocarcinomas) and lym-
phomas in the small intestine (especially non-Hodgkin’s
lymphoma in the terminal ileum), (9 10, 11) but there is
also data showing increasing incidence of small bowel ade-
nocarcinoma among patients with CD. (12, 13) Primary
lymphoma in the small intestine is not easy to diagnose in
patients with CD because the symptoms may be similar to,
or superimposed on, inflammatory activity. Only the pre-
sence of a mass or signs of obstruction indicate this compli-
cation, as in the case presented.

As in ulcerative colitis, the risk of cancer in patients with
CD correlates with the duration and extent of the disease,
the presence of precancerous lesions (such as dysplasia)
and age: it is more frequent when the diagnosis is at early
ages. Population studies of patients with CD in the small
intestine have estimated that the relative risk of carcinoma
in the small intestine increases from 10 to 40 times. (13)
The accumulated risk at 10 years has been estimated at
0.2% (95% confidence interval: 0.0 to 0.8) while the accu-
mulated risk at 25 years has been estimated at 2.2% (95%
CI: 0.7 to 6.4). (14)

The most aggressive and most feared type of lymphoma
during treatment with immunosuppressants in patients
with IBD is hepatosplenic T-cell lymphoma which is usua-
Ily fatal. Less than 30 cases have been reported worldwide.
(15) Most of these were in men aged 12 to 58 years of age
who were using treatment regimens combining anti-TNF
and immunomodulators. Several other cases of young
people on monotherapy with azathioprine have also been
published. (15-17)

In this case, the diagnosis of CD was based on clinical
data, exams, images, and endoscopic and histological fin-
dings following recent recommendations. (S, 6) Due to
the evolution and findings in the first two colonoscopies
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showing no stenosis or mass, it was determined that the
patient had developed the lymphoma in his small intestine
as the result of the activity of CD. The striking feature of
this case is the rapid progression to stenosis and the appea-
rance of mass in such a short time.

A previous study had reported an average of 3.1 years of
IBD at diagnosis of lymphoma and an average immunosup-
pressant treatment time prior to diagnosis of lymphoma of
20 months. (18) In that study, 782 patients with IBD, 238
of whom had immunosuppression, were followed up for
eight years. Four cases with non-Hodgkin lymphoma were
identified. All four had been treated with immunosuppres-
sants: two with azathioprine, one with methotrexate and
one with methotrexate and cyclosporine. The immuno-
suppression group had 59 times more risk of developing
non-Hodgkin lymphoma than did the general population
(p: 0.0001). (18) This clinical behavior indicates that the
behavior of the lymphoma in our case was very aggressive.
Many publications that have described how, in addition to
the activity of the disease, the use of immunomodulators
also increases the risk of lymphoma. (15, 19-22)

In this case, we are periodically conducting clinical
follow-up by means MRI

Calprotectin is a protein that binds to calcium and zinc,
especially in the cytoplasm of cells that participate in the
defense of pathogens such as neutrophils, monocytes and
macrophages. Calprotectin shows bacteriostatic and fun-
gistatic properties in vitro which underline its role in the
attack of pathogens. Calprotectin accounts for up to 60%
of the cytosolic protein in neutrophils, (23) but it has been
observed to increase from 5 to 40 times under infectious
and inflammatory conditions. Its levels are markedly eleva-
ted in the feces of patients with IBD. (24) It has an excellent
negative predictive value in symptomatic patients and its
positive predictive value is generally better than other mar-
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kers of inflammation used. Its limitation is that it can also
be elevated in other inflammatory conditions of the small
intestine, (5) although there is no evidence that this marker
rises significantly in intestinal lymphoma.

CONCLUSIONS

Neoplasms of the small intestine occur infrequently, and
intestinal lymphoma is even rarer. Primary lymphoma of the
small intestine may occur more frequently in the context of
inflammatory diseases, and CD could significantly increase
this risk. This is even more likely for stenosing CD that requi-
res immunosuppressive therapies to control the disease.
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