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Abstract

The increase risk of cancer development in patients with inflammatory intestinal disease (IBD)
has already studied for decades. The anti-TNF therapy has changed the treatment strategy of IBD.
By using on a larger scale and for a longer time, the anti-TNF raised concern over its potential ad-
verse events. A male Crohn’s disease (CD) patient, 55 years old, diagnosed for nine years, treated
with infliximab for 6 years. In 2011, he underwent a nupper endoscopy (UE) which showed flat
erosive gastritis with moderate intensity in antrum, gastric polyps and gastric erosion. Pathologi-
cal examination revealed a chronic gastritis in erosive activity and search for Helicobacter pylori
resulted positive. In May 2014, the patient was asymptomatic, when it held UE, which showed
suggestive lesion of early gastric cancer, measuring 1.5 cm and search for Helicobacter pylori neg-
ative. Histopathological exams confirmed the adenocarcinoma. The patient underwent to a lapa-
roscopic surgery (total gastrectomy with lymphadenectomy and reconstruction Roux-en-Y). Risk
factors for the development of gastric cancer in general population are already well defined.
However studying a possible association among CD and the different therapeutic modalities used
in the treatment of this disease with gastric cancer appearance is important to set specific as-
sessment strategies, prevention and follow-up. While there is no consensus on a proper monitor-
ing for gastric cancer prevention in these patients, individualized conduct, taking into account in-
dividual characteristics, family record and other risk factors, should be adopted to avoid unfa-
vorable outcomes in CD patients.
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1. Introduction

The increase risk of cancer development in patients with inflammatory intestinal disease (IBD) has been studied
for decades. It is known that this group of patients have a higher risk of developing certain cancers if compared
with the population in general [1].

It is believed that the presence of genetic and environmental factors may contribute to the increase risk of ma-
lignancies in these patients, and some features related to the disease itself. Current evidence suggests that the in-
crease risk of colorectal cancer development seems to be directly related to the extent and activity of the in-
flammatory disease. In turn, the involvement of extra-intestinal malignancies in these patients is still controversial
[1].

Tumor necrosis factor (TNF-a), a proinflammatory cytokine, is now known to play a role in the pathogenesis of
Crohn’s disease (CD). The anti-TNF therapy has changed the strategy of treating IBD. These drugs can induce
mucosal healing and have been shown as being an effective sparing of steroid use in CD active [2]. By using for a
longer time, the concern arises about potential adverse events from anti-TNF therapy. Despite a possible risk for
the development of malignancies in general, studies after commercializing these drugs have failed in confirming
this risk [3].

Less than 3% of CD patients have gastric involvement by the disease. While a minor part of these cases
progresses to gastric cancer after enrollment of the organ by the inflammatory disease, most patients of this cancer
were not affected by CD in the upper gastrointestinal tract [4].

We want to discuss how it should be screening and management for patients with CD and gastric cancer.

2. Case Report

A 55-year-old man diagnosed with CD for nine years, ileum colonic involvement and not stricture and non-
penetrating behavior without associated comorbidities. At the age of 19 had pulmonary tuberculosis, was treated
for 6 months. As a family record, his father had skin cancer at the age of 69 and gastric cancer at 76 years old. He
began a treatment with mesalazine, which was used for 1 year without good response and was then replaced by
azathioprine, which was used for 6 months, causing diarrhea with blood and mucus. It was introduced thalidomide,
the patient used it for a year, but it was suspended when presented significant peripheral neuropathy. Used as
maintenance therapy with infliximab for 6 years. The patient had a good response to the treatment with infliximab,
asymptomatic, with intestinal movement a day without blood or mucus. During the whole monitoring, he pre-
sented laboratory and endoscopic control tests with remission in disease.

In September 2011, the patient was submitted to a UE that showed moderate gastritis erosive flat in antrum,
gastric polyps and gastric erosion. Pathological examination revealed a chronic gastritis in erosive activity and
search for Helicobacter pylori positive. It was prescribed the treatment for Helicobacter pylori.

In May 2014, during the monitoring colonoscopy, disease in remission was seen in ileum and colon (Figure 1).

Endoscopy on the same date showed gastric ulcer in body posterior wall, ill-defined, high, infiltrating edges
with amputated converging pleats, tapered in “clubbing” with deep, irregular and crispy bed, measuring 15 mm
(Figure 2(a) and Figure 2(b)).

Figure 1. Colonic mucosa with moderate distortion of glandular architecture (glands with varying
diameters, irregular spacing) because of fibrosis of the lamina propria and inflammation.
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Figure 2. Gastric ulcer in body posterior wall, ill-defined, high, infiltrating edges with amputated converg-
ing pleats, tapered in “clubbing” with deep, irregular and crispy bed, measuring 15 mm.

The pathology showed adenocarcinoma infiltrating type, poorly differentiated cells with signet ring. Search
for Helicobacter pylori was negative (Figure 3 and Figure 4).

Patient undergone laparoscopic surgery, total gastrectomy with lymphadenectomy and reconstruction Roux-Y
without evidence of macroscopic residual disease in the abdominal cavity.

The pathology revealed undifferentiated adenocarcinoma mucinous, mucocellular, measuring 1.7 cm, type
IC/11 without involvement of adjacent lymph nodes (T1NO).

The patient remain without treatment until December/2014, when he started to present diarrhea, abdominal pain,
so was decided to reintroduce the anti-TNF for treatment. Now, the patient is asymptomatic, using Infliximab.

3. Discussion

The existence of an association between malignancy and DII is already arousing interest among researchers for
years. This concern becomes bigger in recent years, especially after the increase use of immunosuppressive drugs
in the treatment of these diseases, such as thiopurines and anti-TNF. This report describes the emergence of gastric
cancer in a patient with CD at the age of 55.

Risk factors for the development of gastric cancer in general population are already well defined. It is important
to evaluate a possible association among CD and the different therapeutic modalities used in the treatment of this
disease with gastric cancer. There are several articles questioning the existence of higher risk of developing cancer
among CD patients compared to general population. In a study published by Bernstein et al., there was a higher
risk of the incidence of cancer in Canadian population affected by DC (IRR = 1.29; 95% ClI, 1:07 to 1:54) [5]. In
turn, Hemminki et al. concluded that the risk of CD patients who were admitted in the hospital to develop tumors
was 52% higher than general population [6]. More recently, a study by Mizushima et al. also demonstrated in t
Japanese population the increase of neoplasia risk in patients with CD compared with general population (SIR
2.24%; 95% IC 1.19 - 3.83) [1].

The relationship between CD and gastric neoplasia is not established. There are some gastric adenocarcinoma
development reports in patients with CD, most of them without gastric involvement [7]-[11]. A causal association
is questionable [11]. Mizushima et al., showed a risk of 1.86 (95% CI 0.22 - 6.69) for gastric cancer in a patient
group with DC without involvement of the gastric tract [1].

In general, population with gastric cancer reported in the family, more care is needed, yet, there is no guideline
to orient how the follow up should be done. Nam et al., in Korean population, showed an early detection of gastric
cancer in patients undergoing to a routine endoscopy. The study suggests that patients with family record of gas-
tric cancer or older than 60 years should undergo endoscopy every 3 years or less [12].

Biological therapy is a major advancement in the treatment of IBD. The antagonist of the tumor necrosis factor
is shown highly effective in the induction and maintenance of remission in CD [2]. Using larger scale and a more
prolonged anti-TNF therapy arises concern about their adverse events in long-term. The possible role of the bi-
ological development of solid tumors is not well characterized. Andersen et al. (2014) showed no increased risk of
solid cancer development in patients exposed to anti-TNF therapy, at a median follow-up of 3.7 years [13].

We do not know if the western population must do it and how a possible screening for gastric cancer should be
done. What are the real risk factors to be considered? Until now, we have no answer whether there is an



F. M. L. Fortes et al.

) '.A‘ ,.e § ‘.

ot 7 : ."_-'_ 3
AL 4 BT
Figure 3. Gastric mucosa of the fund/body type. On the left half non-
neoplastic mucosa. Right halfway mucosa with cancer (adenocarcinoma
infiltrating type, poorly differentiated signet ring cells).
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mucosa. Right halfway mucosa with cancer (adenocarcinoma infiltrating
type, poorly differentiated, with signet ring cells, infiltrating the lamina
propria and decoupling non-neoplastic gastric glands).

association between CD and gastric neoplasia, and under what conditions this association could occur. The
presence of stomach affecting disease would have a role. Would a systematic screening be valid? In addition, in
those individuals with a family record of gastric cancer with CD? Moreover, in those individuals with CD, family
record and continuous use of anti-TNF? Possibly long-term prospective studies with large cohorts of patients with
CD may help us to define these behaviors. By now, an individualized and insightful observation is recommended
for these patients.

4. Conclusion

The presence of gastric involvement is not established as an unquestionable risk factor for gastric cancer in pa-
tients with CD, instead of gastric cancer in these patients which is questioned as an incidental finding in most of
them. The presence of family record is an important risk factor for gastric cancer, but when the patient is over 70
years old, this risk becomes questionable. H. pylori presence is already a known risk factor for gastric cancer,
but once the patient is treated and normal control is done, there is no consensus on how this should be followed.
On the other hand, prolonged use of anti-TNF therapy is not well defined as independent risk factor for gastric
cancer. Our patient had a prolonged use of anti-TNF therapy, record of familiar gastric cancer and gastric ade-
nocarcinoma diagnosed when he had the disease under control. This case raises the question of how it should be
carried out monitoring the patients using anti-TNF therapy and family record of gastric cancer, although with
advanced age in relative. We currently have many questions and few answers. By now, an individualized and
insightful observation is recommended for these patients, taking into account individual characteristics, family
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record among other risk factors, while maintaining vigilance in CD patients with long history of illness. Doubts
exist and studies need to be conducted for a better understanding of the true risk of gastric cancer in these indi-
viduals.
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