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Crohn’s Disease associated lymphoma after
treatment with inf liximab

Case Report

Abstract
Infliximab (antibody to tumour necrosis factor) has a

growing place in the management of refractory and
fistulating Crohn’s disease. Lymphoma has been associated
with the use of other immunomodulatory drugs but far from
unequivocally so when they are used in Crohn’s disease. A
case is described in which use of infliximab was followed by
the early presentation of an Epstein-Barr virus-associated
anaplastic lymphoma. The possible links between these
phenomena are discussed.
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Case report
A 25 year old female patient had developed

Crohn’s disease at the age of 7. She was initially

treated with medical therapy. When she was 13 she

had needed a defunctioning colostomy and

subsequently a colectomy with terminal ileostomy.

Unfortunately her Crohn’s remained difficult to

control despite low dose maintenance steroid with

occasional steroid boost, ciprof loxacin,

metronidazole and azathioprine. She had recurrent

intestinal obstruction requiring 2 laparotomies for

excision of intestinal strictures and correction of

mesenteric torsion. She had chronic perineal

ulceration. She suffered from secondary infertility

and was keen to have another child.

In late 1999 the patient sought treatment with

inf liximab (antibody to tumour necrosis factor-

alpha), particularly for her perineal ulceration.

Coincidentally she had developed an entero-

cutaneous fistula adjacent to her stoma. Infusions of

the drug were given at weeks 0 and 2 in February

2000. When she was due for her 3rd infusion (at 6

weeks), she was unwell with a pyrexia of unknown

origin, and non-specif ic gastrointestinal and

respiratory symptoms. She improved on a

combination of broad-spectrum antibiotics and was

discharged home within 3 days. She was admitted

again in the middle of April 2000 with diarrhoea,

night sweats and abdominal pain. On ultrasound she

was found to have thick walled loops of small bowel

in her pelvis with very dilated proximal small bowel.

She again settled with conservative management

and was discharged on 40mg prednisolone daily. She

was readmitted within 24 hours having deteriorated.

Her symptoms did not settle and laparotomy was

required.

Laparotomy showed multiple white nodules

(1-7mm) scattered along the small bowel, on the

mesentery, on all peritoneal surfaces, and on the

right lobe of the liver. Her small bowel was dilated.

There was a dense mass in her pelvis. Her ileum led

to the mass from which the ileostomy now arose.

Attempted dissection of the pelvic mass had to be

abandoned because of the risk of injury to other

pelvic organs.

Specimens were examined routinely and by

immunohistochemistry. The final conclusion was of

Epstein-Barr Virus- (EBV) related high grade

lymphoma of the large cell anaplastic type (it was not

possible to identify whether it was of T or B cell

differentiation). She went on to complete 6 cycles of

CHOP (cyclophosphamide, doxorubicin

hydrochloride, vincristine and prednisolone)

chemotherapy. She required admission for

septicaemia secondary to leukopenia complicating

the 2nd course, but responded well to antibiotics and

granulocyte-colony stimulating factor. CT scan at 8

months follow-up demonstrated complete

remission.

Discussion
Inf liximab, a chimeric monoclonal IgG1

antibody, has been licensed for use in the treatment

of refractory Crohn’s disease,1 and European

guidelines have been published regarding its use.1

Various side-effects have been reported including

headaches, nausea and upper respiratory tract

infection.1-3 In the short time that it has been used,

reports are emerging about a possible relationship

between inf liximab and the development of

lymphoma in Crohn’s disease patients. One patient

in the Rutgeerts study developed intravascular

duodenal B-cell lymphoma 9.5 months after initial

treatment with inf liximab.2 Bickston et al reported 1

case of intravascular large B-cell type lymphoma and

1 case of thoracic nodular sclerosing Hodgkin’s

disease which developed after treatment with the
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drug.4 Other cases have also been described.3,5 Aithal et al
have calculated the risk of post-inf liximab lymphoma as

0.36%.5 There is difficulty in defining an exact causal

relationship between inf liximab and lymphoma because of

the predisposition of these patients (especially those with

rheumatoid arthritis) to develop lymphoma secondary to

the intrinsic disease, and possibly also to treatment with

other immunosuppressants prior to the inf liximab.4-6 In

the present case the very short interval between exposure

to inf liximab and definite lymphoma symptomatology,

makes a causal association unlikely. There are further

inf liximab trials nearing completion and a growing

number of post-marketing surveillance records. These

should clarify whether there is a causal relationship

between inf liximab and lymphoma in Crohn's disease. In

the interim, the possible relationship should perhaps be

explained to patients prior to treatment with inf liximab.
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