
Anti-tumor necrosis factor therapies are still suspected of contributing to ma-
lignancy development, though it remains unproven. A 53-year-old female
patient was admitted to our clinic with the complaints of fatigue, weight loss
and rectal bleeding. She suffered from ankylosing spondylitis and had been
treated with infliximab. Colonoscopic examination showed bleeding and ul-
cerated polypoid tumor in the cecum. Pathological examination of the mate-
rial revealed adenocarcinoma. We discuss the high probability of a serious
adverse effect of infliximab as an anti-tumor necrosis factor agent.
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Henüz kan›tlanmam›fl olmas›na ra¤men anti-tümör nekrozis faktör tedaviye
ba¤l› kanser geliflimi halen tart›flmal›d›r. Elli üç yafl›nda bir kad›n hasta hal-
sizlik, kilo kayb› ve rektal kanama flikayeti ile klini¤imize baflvurdu. Ankilo-
zan spondilit tan›s› alan hasta infliksimab ile tedavi edildi. Kolonoskopik in-
celemede çekumda ülsere ve kanayan polipoid görünümlü bir lezyon izlen-
di. Biyopsi materyalinin patolojik incelemesi adenokarsinom ile uyumlu idi.
Biz bu vakada infliksimab gibi anti-tümör nekrozis faktör olan bir ilac›n cid-
di bir yan etkisi olas›l›¤›n› tart›flt›k.

Anahtar kelimeler: Ankilozan spondilit, anti-TNF, infliksimab, malignansi,
adenokarsinom

INTRODUCTION

Anti-tumor necrosis factor-α (TNF-α) treatment is effective
in the treatment of various rheumatologic diseases, particu-
larly rheumatoid arthritis (RA), ankylosing spondylitis (AS),
psoriasis, and Crohn’s disease (1). Infliximab is a chimeric
(mouse/human) IgG-1 anti-TNF-α monoclonal antibody that
binds to soluble transmembrane TNF-α with high affinity
and forms a complex with its receptor (2). The results of pre-
liminary clinical studies have demonstrated that infliximab
significantly improved clinical outcomes, quality of life and
spinal inflammation in patients with AS (3). Anti-TNF-α tre-
atment-associated cancer risk has been poorly explored and
the long-term risk is unknown. 

We herein present an AS patient who developed colon ade-
nocarcinoma 17 months after the initiation of infliximab tre-
atment.

CASE REPORT 

A 53-year-old female patient was admitted to our outpatient
clinic in November 2005 with the complaint of rectal blee-
ding. In 1980, she had been diagnosed in another medical
center as having AS with inflammatory back pain and bilate-
ral symmetric sacroiliitis. She had been treated with non-ste-
roidal anti-inflammatory drugs (NSAIDs) for about 20 years.

In 2002, the disease activity could not be controlled with
NSAIDs, and sulfasalazine (SSZ) was started as 2 g/day. Met-
hotrexate (MTX) 7.5 mg/week was added to the treatment in
2003. 

Infliximab therapy was started as 5 mg/kg every 6 weeks in
July 2004 in another rheumatology center due to resistant di-
sease activity. Seventeen months after the initiation of inflixi-
mab, she was admitted to our rheumatology clinic with the
complaints of rectal bleeding, fatigue and weight loss (5 kg in
3 months). Her past medical history revealed hypertension.
In her family history, her sister had been diagnosed as having
AS. No malignant disorder had been diagnosed in her family.
Her physical examination revealed limited motion in the lum-
bar spine. The laboratory evaluation revealed: hemoglobin
8.45 g/dl, mean corpuscular volume (MCV) 75.11 fL, platelet
count 573 x103/μL, serum iron level 11 μg/dl (25-156), and
serum iron binding capacity 287 μg/dl (70-390). Erythrocyte
sedimentation rate was 59 mm/hr, and C-reactive protein le-
vel was 3.43 mg/dl (0-0.5). Tumor markers CA 19-9 and CE-
A were within normal limits. Colonoscopy demonstrated
bleeding and an ulcerated, nearly 2 cm-thick polypoid tumor
in the cecum (Figure 1, arrow). The pathological examinati-
on of the material revealed adenocarcinoma of the colon. 
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DISCUSSION

Tumor necrosis factor (TNF) has a documented tumor-redu-
cing capacity, and treatment with anti-TNF drugs might thus
theoretically promote formation of tumors (4).

There has been only one large national cohort of patients with
AS that aimed to determine the overall cancer risk in AS. In
this Swedish population-based cohort study, no overall in-
crease in cancer risk was found. Colon cancer risk was not
significantly increased, and moreover, rectal cancer was less
common. Decreased risk of rectal cancer was thought to be
due to the use of NSAIDs (5). Another study from Scotland
quantified and compared risks for malignancy in patients
with rheumatic conditions, and concluded that the risk of de-
velopment of colorectal cancer was reduced in those patients

(6). Bongartz et al. (7) recently reported a meta-analysis re-
garding the risk of malignancies in anti-TNF antibody-admi-
nistered patients with RA. The authors concluded a dose-de-
pendent increased risk for malignancies in those patients.
Pharmacokinetic studies have already shown that infliximab
doses beyond 3 mg/kg every 8 weeks lead to a high risk of
overexposure with an excessive binding of TNF (8). However,
in AS patients, the recommended infliximab dose is 3 to 10
mg/kg, and the recommended dose interval is every 6 weeks.
There are a few reported cases demonstrating the develop-
ment of gastrointestinal adenocarcinoma in patients with RA
after infliximab therapy. St. Clair et al. (9) reported gastroin-
testinal adenocarcinoma in the 12th month of therapy in the-
ir randomized controlled trial with infliximab for early RA.
The dose of infliximab was 6 mg/kg every 4 weeks. Lipsky et
al.10 reported another patient who developed gastrointestinal
adenocarcinoma after 26 weeks of infliximab therapy for RA
at a dose of 10 mg/kg every 4 weeks. To our knowledge, the-
re has been no report of a patient with AS who developed gas-
trointestinal cancer after infliximab. In this paper, we report
an AS patient who developed gastrointestinal cancer after ad-
ministration of this agent. Our patient had been treated with
5 mg/kg infliximab (400 mg) per 6 weeks for 17 months.
There were no other risk factors for the development of ma-
lignancy. It has been suggested that long-term use of NSAIDs
reduces the risk of development of colorectal cancer. The re-
duced need for NSAIDs after infliximab might also have in-
creased the tumorigenesis. 

In summary, we report herein an important possible serious
adverse event of infliximab therapy in an AS patient. Altho-
ugh there is currently no definitive proof of a relation betwe-
en infliximab therapy and colon cancer, thorough screening
for subclinical malignancies may be needed in patients who
are being considered for anti-TNF antibody treatment.

The authors declare that they have no competing interests.

Written consent was obtained from the patient.
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Figure 1. Polypoid tumor on the cecum
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