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Abstract

Introduction: Gastrointestinal Stromal Tumor (GIST) is an uncommon mesenchymal tumor of the gastrointestinal tract. It is rarely
presented as Multiple Primary Malignancy Syndrome (MPMS) without an association with the familial syndromes.
Case Presentation: A 63-year-old Iranian Azeri man admitted to a government hospital, affiliated to the Tabriz University of Med-
ical Sciences, Tabriz, Iran, in 2012. The illness presented with complicated gastrointestinal problems with the diagnosis of GIST of
the stomach, treated with imatinib. They family history and the screening tests of malignancies were negative, but the patient di-
agnosed with Squamous Cell Carcinoma (SCC) of the lower lip, leading to 28 courses of radiotherapy, followed by the recurrence of
gastrointestinal symptoms, the GIST and SCC of the esophagus, that was also detected accidentally.
Conclusions: Management of the multiple primary malignancy syndrome needs multidisciplinary teamwork. The study of MPMs,
its etiology, and epidemiology can provide us proper ways of management.
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1. Introduction

Multiple Primary Malignancies (MPMs) include the
presence of two or more distinctive primary malignancies,
apart from metastases, in a single patient (1, 2). Because
of the increasing number of cancer survivors, improved
screening and diagnostic systems, and increased number
of the older population, MPMs also have been on the rise
(2, 3). According to the Surveillance, Epidemiology, and
End Results Program (SEER) database, malignancies that
are seen at the same time or with an interval of two months
are synchronous and those seen at an interval of more than
two months are metachronous. This interval is six months
based on the International Association of Cancer Registries
(IARC) (4). The incidence of MPMs is 0.7% to 11% in a cancer-
ous population (5). The risk of new cancer in patients with
primary cancer is 20% higher than the general population
(6, 7). Some risk factors for MPMs include the presence of a
past medical history of cancer or its familial history, expo-
sure to carcinogens, immunologic and genetic disorders,
radiotherapy and chemotherapy for primary malignancy,
lifestyle (smoking, alcohol), squamous cell malignancies,
and gender (4, 5, 8).

Gastrointestinal Stromal Tumors (GISTs) are mesenchy-
mal tumors of the gastrointestinal tract and are uncom-
mon with other malignancies (9, 10). These tumors are
mostly seen as solitary malignancies but generally, familial
GISTs can be recognized as tumors of MPMs that are related
to some factors such as germinal mutations in c-KIT proto-
oncogene, Platelet-Derived Growth Factor Receptor Alpha
(PDGFRA), Neurofibromin 1 (NF1), and Succinate Dehydro-
genase (SDH).

It is rarely seen as MPMs with tumors that have not
associations with familial syndromes; however, there are
some case reports in the literature that present this associ-
ation (10).

The synchronous occurrence of GISTs with adenocarci-
noma has been most reported. The coincidence of GISTs
and lymphoma or carcinoid tumor has not been reported
so far. The most frequent second malignancy is the epithe-
lial tumor, especially related to the gastrointestinal tract,
as observed in our patient.

These case reports have been about the co-existence of
GIST and one other primary malignancy while this is a case
report of GIST (as a sporadic tumor) with Squamous Cell
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Carcinoma (SCC) of the lower lip and the SCC of the esoph-
agus, representing GIST with two other malignancies. This
case was reported based on the SCARE criteria (11).

2. Case Presentation

In 2012, a 63-year-old Iranian Azeri man from Tabriz,
Iran, with a chief complaint of melena and epigastric pain
was admitted to the Surgery Department of Imam Reza
Government Hospital, affiliated to the Tabriz University of
Medical Sciences, Tabriz, Iran. He had a history of type 2 di-
abetes, hypertension, and ischemic heart disease and was
a candidate for Coronary Artery Bypass Graft (CABG). His
serum hemoglobin level was 12 g/dL. In endoscopy, an ul-
cerated gastric mass was seen on the small curve (sized 4
× 4 cm) and a gastric polyp on the antrum of the stom-
ach (sized 0.5×0.5 cm). A biopsy from the mass and polyp
was done. The pathological study revealed a gastrointesti-
nal stromal tumor for which staining was positive for CD-
117, CD-34, and DOG-1 and negative for CD-45 and EMA. Since
the patient was not satisfied with CABG and due to the
high risk cardiovascular status for major gastrointestinal
surgery, the operation was not done. Moreover, oncolo-
gist colleagues followed-up the patient with imatinib three
times a day. In this follow-up period, studies for metastases
were negative. Follow-up CTs showed that the size of the
mass was decreasing, and partial remission was seen.

After four years in 2016, he had a lesion on the lower lip.
A punch biopsy was done, and the pathology of the lesion
was squamous cell carcinoma. Then, the patient under-
went 28 courses of radiotherapy, and the lesion improved.
Meanwhile, because of glaucoma, he lost his eyesight.

By the year 2017 in the follow-up endoscopy, the fundus
and body of the stomach were atrophic and a submucosal
mass (sized 7.0 by 8.0 cm) was seen on the lesser curve and
two pedunculated polyps (1.0 cm and 1.2 cm) were found
on the prepyloric area. The pathological study revealed
GIST. Again, because of the high risk of surgery without
CABG and dissatisfaction of the patient, the surgery was
not done, and palliative therapy started.

However, after two months, the patient complicated
with Gastric Outlet Obstruction (GOO). Therefore, emer-
gent surgery of BILLROTH II with Roux-en-Y Gastrojejunos-
tomy was done. Figure 1 shows CTs before and after surgery.
As CTs showed, there was also a mass of esophagus, with
the pathology of well-differentiated SCC of the esophagus.
Due to his heart problem, a major surgery of esophagec-
tomy and colon interposition could not be done. Despite
the esophageal mass, he did not have dysphagia after BILL-
ROTH II surgery and radiotherapy started.

After three months, he had dysphagia that revealed the
probability of not responding to radiotherapy. A study

with barium swallow series showed dilation of the upper
esophagus with stringing at the middle esophagus (Fig-
ure 2). In endoscopy, an infiltrative and ulcerative tumoral
mass was seen that could not be passed; thus, a biopsy
was done. The pathology of the mass was squamous cell
carcinoma of the esophagus with IIb stage in CT (Figure
3). The patient was cachectic; so, he received Total Par-
enteral Nutrition (TPN). The esophagus was dilated with
rigid esophagoscopy by a thoracic surgeon and gastroen-
terologist colleagues inserted a metal esophageal stent as
palliative treatment (Figure 4). It is worth mentioning that
all the used equipment was normal standard instruments.
Radiotherapy continued until the patient passed away by
heart failure in 2018. The main features of the patient are
presented in Table 1.

3. Discussion

GISTs mostly originate from the stomach, followed by
the intestine, colon, rectum, esophagus, and even from
greater omentum and mesentery. MPMs including GISTs
are commonly related to genetic and familial syndrome
and rarely can be seen with separated tumors (10).

The incidence of MPMs is increasing; in patients with
cancer, mere attention to the present disease can cause
missing other malignancies. Therefore, having a system-
atic view of patients is necessary (8). In a study, it was esti-
mated that the relative risk for second primary cancer ev-
ery month increases by 1.11 folds for patients with primary
malignancies (12). If these patients modify their lifestyles,
they can decrease this relative risk even lower than the nor-
mal population. According to the European cancer reg-
istries, the incidence of MPMs is 6.3% (0.4% - 12.9%), and
another study reported that it is 6.1% - 10.5% (6). The lat-
est study reported it being between 2.4% and 17% (4). Bit-
torf et al. showed that 3.8% of patients with cancer had at
least two primary cancers, and 2.8% of patients with two
primary cancers had at least three primary cancers (1). In
patients with cancer, the risk of the incidence of new pri-
mary cancer is 14%, as compared to 1% in the general popu-
lation. Also, this risk is dependent on some factors such as
the type of first cancer, age at first diagnosis, genetic and
environmental factors, the way of treatment, etc. For ex-
ample, the highest risk for developing new cancer is in pa-
tients that their first diagnosis of cancer was at the age of
0 to 7 years. Also, according to some studies, the cessation
of smoking in patients with primary lung cancer can de-
crease the risk of new smoking-related malignancies (13).

In 2017, Danila et al. from Italy reported a case of syn-
chronous GISTs with prostatic cancer and non-small cell
lung cancer (10). In analyzing GIST patients in 2014 in Ger-
many, 5 out of 37 patients (13.5%) suffered from more than
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Figure 1. A, preoperative CT without contrast showing a mass of distal part of the stomach; B, postoperative CT with intravenous (IV) and oral contrast showing remained
stomach

Table 1. Main Features of the Patient

Year First Signs Finding Pathology Treatment

2012 Melena and Epigastric pain A gastric ulcerated mass on the small
curve of the stomach (4 × 4 cm) and a
gastric polyp on the antrum of the
stomach (0.5 × 0.5 cm)

Gastrointestinal stromal tumor (GIST);
CD-117 (+); CD-34 (+); DOG-1 (+); CD-45 (-);
EMA (-)

Imatinib

2016 Lower lip ulceration Lower lip lesion (1.0 × 1.5 cm) Squamous Cell Carcinoma (SCC) 28 courses of radiotherapy

2017 No sign, found incidentally Esophageal mass Well-differentiated esophageal;
Squamous Cell Carcinoma (SCC)

Total parenteral nutrition, esophageal
dilation, insertion of metal esophageal
stent and radiotherapy

Figure 2. Study with barium swallow series showing dilation of the upper esophagus with stringing at the middle esophagus

two other malignancies in addition to GIST (14). In 2010,
studying the survival ratio of 783 GIST patients showed that
24 of them (3.1%) had had more than two other primary ma-
lignancies (15).

The present case also had gastrointestinal problems

with the diagnosis of GIST of the stomach, treated with
imatinib. After a while, the patient complicated with SCC
of the lower lip, leading to 28 courses of radiotherapy, fol-
lowed by the recurrence of gastrointestinal symptoms; the
SCC of the esophagus was also detected accidentally.
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Figure 3. Stage IIb tumor of the esophagus (CT with IV and oral contrast)

Figure 4. Chest X-ray showing a metal esophageal stent

The management of such patients needs multidisci-
plinary teams and their discussion because there is no
universal protocol for this issue (1, 4). Moreover, differ-
entiation between second primary cancer and metastases

is very important because of their different management
ways; for example, for second primary cancer, surgery
can be a good option but for metastatic tumors, systemic
chemotherapy is a better option (12). Therefore, the study
of MPMs, its etiology, and epidemiology can provide doc-
tors with better ways of management (3). GISTs with other
malignancies presenting as MPMs and differentiation of
this condition from the familial syndrome or metastases
need more studies for giving better ways of management
because this is a rare condition and is reported in special
literature (9).
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