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 Abstract
Gastrointestinal stromal tumors (GISTs) are the most common type of mesenchymal tumor of the 
gastrointestinal tract. This report presents a case of a large exophytic stomach GIST that was not visible at 
esophagogastroduodenoscopy (EGD). A 70-year-old female presented to the emergency room with pre-
syncopal symptoms and a history of several episodes of melena. Blood tests revealed severe anemia. She 
underwent an EGD, which yielded negative results. Subsequently, she was hospitalized and scheduled for 
ileo-colonscopy and videocapsule enteroscopy (VCE). Abdominal ultrasound showed the presence of a 
mass in the epigastric region near the liver. Computed tomography (CT) scans confirmed the presence of a 
mass in the gastric wall that, at endoscopic ultrasound (EUS) exam and biopsy, was diagnosed as a tumor 
that originated from the muscular layer of the stomach. Surgery was performed to excise the tumor, and the 
diagnosis of GIST was confirmed by histomorphological and immunohistochemical findings. According to 
the postoperative assessment, the tumor was classified as high risk, for which the recommended treatment 
is imatinib.
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Introduction

 Gastrointestinal stromal tumors (GISTs) are a type of mesenchymal tumor that originates from the 
interstitial cells of Cajal (ICCs), located within the muscular layer of the gastrointestinal tract (GI) [1]. GISTs 
are rare, constituting less than 1% of all gastrointestinal neoplasms. The stomach is the most common site 
of GISTs, accounting for 60% to 70% of all GIST tumors within the gastrointestinal tract. The small intestine 
is the second most common site, followed by the colon, rectum, and esophagus. GISTs are most frequently 
diagnosed in adults aged between 40 and 60 years.  Men have a slightly higher incidence of GISTs compared 
to women [2-4]. Based on their location within the body, GISTs are classified as endoluminal, exoluminal, 
intramural, and mixed types.

 GISTs are usually asymptomatic and are often incidentally discovered during endoscopies and ra-
diological examinations. However, approximately 25% of patients may present with symptoms such as me-
lena, hematemesis and anemia due to recurrent bleeding. Other common presenting symptoms and signs 
include early satiety, abdominal pain, and a palpable mass.

 Around 80% of GISTs harbor activating mutations in the KIT or PDGFRA genes, which are recep-
tor tyrosine kinases that regulate cell growth and proliferation. GISTs do not exhibit specific endoscopic 
characteristics, and their diagnosis relies on immunohistochemical analysis of markers such as KIT, CD34, 
or DOG1, which is essential for establishing a definitive diagnosis. Localized GISTs are potentially curable, 
and the standard treatment involves surgical resection. The primary goal of surgery is to remove the entire 
tumor with clear margins. In cases where complete removal is not achieved, there is a risk of recurrence, 
and chemotherapy becomes necessary [5]. 

Case Presentation

 We present a 70-year-old female who was admitted to the Emergency Room following a pre-synco-
pal episode. Laboratory investigations showed severe anemia (hemoglobin 7.7 g/dL, MCV 78, hematocrit 
22%). Other blood tests, including kidney and liver function, and coagulation profile, were normal. The 
physical examination revealed no abnormalities except for pallor. Her medical history included several 
episodes of melena over the past two years. For this reason, she had already undergone multiple upper and 
lower GI endoscopies, which failed to reveal any evidence of bleeding or potential bleeding sources. These 
examinations did, however, identify only the presence of hemorrhoids and diverticula. She also experi-
enced intermittent symptoms of chronic dyspepsia and epigastric pain, which were managed with proton 
pump inhibitors. She had no history of changes in bowel habits or weight loss. She denied recent or past 
use of anti-inflammatory drugs. Her laboratory tests only once showed a mild anemia, which was success-
fully treated with iron supplementation. She also had a hematological evaluation, which was normal. Sub-
sequently, she was admitted to the medical ward for further investigation of her anemia.

 She repeated an upper GI endoscopy (Figure 1), which was completely normal without any sign of 
recent blood loss and was scheduled for ileo-colonoscopy and a video capsule endoscopy. In her diagnostic 
workup, we decided to perform an abdominal ultrasonography that revealed a giant mass measuring ap-
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proximately 8-9 cm in the epigastric region, inferior and posterior to the liver. The lesion was composed of 
liquid and gas, featured a thickened wall measuring between 10 to 18 mm (Figure 2). All other abdominal 
organs appeared normal.

 An abdominal CT scan confirmed the presence of a well-defined, giant, oval, heterogeneous enhanc-
ing mass, with extensive intralesional liquefaction and some bubbles, measuring about 10 x 6.7 x 5 cm 
(Figure 3). The mass appeared to be exophytic, originating from the wall of the lesser curvature, with no 
associated lymphadenopathy.

 EUS (endoscopic ultrasound), performed three days after the initial emergency endoscopy, showed 
a slight bulging of the gastric wall of the lesser curvature and a small ulcer (Figure 4). The lesion, measuring 
8.5 x 6 cm, was situated in the fourth layer and exhibited hypoechoic characteristics with mobile hyper-
echoic areas, indicative of liquefaction/necrosis (Figure 5). The lesion displayed a vascular Doppler signal 
and early enhancement with contrast medium. Fine needle aspiration biopsy was performed, and immuno-
histochemical staining revealed positive results for DOG1, CD117, Ki67 (<5%), while S-100, smooth mus-
cle actin-negative, and p53 were negative. Cytological and immunohistochemical findings were consistent 
with a diagnosis of GIST.

Figure 1: Upper GI endoscopy. 
Figure 2: Abdominal ultra-sound with the evidence of 
the mass.

Figure 3: Abdominal CT scan with the evidence of the 
gastric mass.

Figure 4: Abdominal ultra-sound with the evidence of 
the mass.
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Figure 5: UGE with the evidence of the gastric mass.

 A surgical laparotomy was performed, leading to a subtotal gastrectomy with reconstruction using a 
Y-shaped Roux-en-Y anastomosis. The resected tumor was well-circumscribed mass, measuring 11 cm. The 
decision to perform laparotomy was based on the collective findings of endoscopic, histopathological, and 
CT scans, all of which strongly indicated the presence of a gastric GIST. Pathologically, the mitosis count was 
3/50 HPFs, and a mutation of exon 11 of KIT, a gene frequently mutated in GISTs, was identified. The resec-
tion margins were free of tumor. Therefore, the final diagnosis was malignant GIST with a KIT mutation. 
The patient is currently alive and well, receiving therapy with imatinib and undergoing regular oncologic 
follow-up.

Discussion

 Patients with GISTs often remain asymptomatic, and this can lead to a missed initial diagnosis. 
When symptoms do manifest, the primary presentations include gastrointestinal bleeding, anemia, muco-
sal ulcers, or mass effect. Bleeding is the most common initial sign of GISTs, with hematemesis, melena, or 
anemia occurring as a consequence of the tumor eroding the gastrointestinal tract lumen, which serves as 
the origin of the condition. The diagnosis is usually established during endoscopy, where the presence of 
a bulging in the gastrointestinal wall, accompanied by either normal or ulcerated mucosa, can be seen. In 
rare cases where endoscopy fails to identify the source of bleeding, imaging techniques such as CT or mag-
netic resonance imaging (MRI) should be employed. UGE is a minimally invasive procedure that facilitates 
the visualization and biopsy of gastrointestinal lesions. It is often employed in the diagnose of GISTs, as it 
enables the identification of the specific wall layer from which the lesion originates and allows for the col-
lection of biopsies [6]. The choice of treatment for GISTs depends on a several factors, including tumor size 
and location, the presence of metastasis, and the patient’s age and overall health.

 Surgery stands as the first-line treatment for localized GISTs. If complete tumor removal is possible, 
the patient typically enjoys a favorable prognosis. In cases where complete resection is unattainable or if 
metastasis is present, alternative treatments such radiation therapy and chemotherapy may be considered.

 In our case, the patient was fortunate enough to be suitable candidate for surgery. However, her di-
agnosis may have been delayed as she had been experiencing melena for approximately two years. It is cru-
cial never to underestimate melena, and it is advisable to conduct a comprehensive evaluation that includes 
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not only EGD and ileo-colonoscopy [7,8]. In instance where all these examinations yield negative results, 
imaging tests (e.g. abdominal ultrasound, CT scan or MRI) should be employed to evaluate the gastrointes-
tinal tract for extraluminal lesions [9]. In our patient’s case, the implementation of these examinations at 
an earlier stage could have resulted in an earlier diagnosis. 

 Distinguishing GISTs from other mesenchymal-origin tumors is imperative due to their established 
resistance to chemotherapy and radiotherapy. Moreover, GISTs hold promise for targeted therapy using 
tyrosine kinase inhibitors (TKIs), such as imatinib, especially when KIT mutations are present [10]. 

Conclusion

 GISTs have the potential to become malignant and can be life-threatening if left untreated. The re-
cent increase in GISTs diagnoses can be attributed to advancements in imaging techniques, such as CT 
scans and MRI. These techniques can help to visualize tumors that are not visible on endoscopy. In cases 
of melena with repeatedly negative endoscopy results, it is crucial to always perform at least an imaging 
evaluation. Melena can arise from a spectrum of conditions, including GISTs, which may manifest as ex-
traluminal sources of bleeding. Significant progress has been made in the development of novel treatment 
modalities for GISTs. Therefore, it is of paramount importance that all healthcare professionals are aware of 
the potential presence of conditions that might intermittently cause bleeding and, as a result, evade detec-
tion. It is crucial for all medical doctors to acknowledge the existence of GISTs, as diagnosing and treating 
them can be challenging. By recognizing the indications and symptoms of GISTs, doctors can contribute to 
ensuring that patients receive timely diagnosis and necessary treatment.
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