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ABSTRACT

Background/Aims

Elderly patients with gastrointestinal stromal tumors (GISTs) synchronous 
with other digestive tract malignancies have been rarely reported. In this study, 
clinicopathological characteristics were evaluated among elderly patients with GISTs 
with or without coexisting digestive tract malignancies.

Methods

A total of 161 patients (≥65 years) were retrospectively reviewed at the West 
China Hospital, Sichuan University from January 2009 to June 2014.

Results

Sixty-one patients were diagnosed with synchronous digestive tract malignancies 
(synchronous group), whereas 100 patients were diagnosed with no synchronous 
condition (no-synchronous group). The synchronous group exhibited a higher percentage 
of males (70.49% vs. 53.00%, P = 0.028) and poorer Eastern Cooperative Oncology Group 
performance status than the no-synchronous group (P = 0.029). The three-year overall 
survival (OS) rate was significantly lower among patients with synchronous digestive 
tract malignancies than that among patients without synchronous condition (64.5% 
vs. 84.0%, P = 0.003). Multivariate analysis showed that the presence of synchronous 
digestive tract malignancies (P = 0.002), co-morbidity (P = 0.004), and mitotic count 
≥10 mitoses/50 high power fields (P = 0.012) were associated with poor OS.

Conclusions

A synchronous condition with other digestive tract malignancies is common in 
elderly patients with GISTs. OS primarily depends on synchronous digestive tract 
malignancies, mitotic count, and co-morbidity.

INTRODUCTION

Gastrointestinal stromal tumors (GISTs) are rare 
mesenchymal tumors found within the abdominal cavity 

(mainly located in the stomach and small intestine and 
occasionally in the mesentery, retroperitoneum, esophagus, 
and omentum) with an estimated incidence of 10 to 20 per 
million [1–3]. The median age at the time of GIST diagnosis 
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is 63 years [4]. Gastric GISTs are extremely rare among 
the elderly, as described in the literature [5]. Microscopic 
GISTs (smaller than 1 cm) can be incidentally found during 
endoscopy or surgery of other malignancies or during post-
operative pathological examination of resected surgical 
specimens other than GISTs; these GISTs are detected in 
approximately 20% to 35% of the elderly [6, 7].

The coexistence of GISTs with other malignant 
tumors is complex. This subject has gained considerable 
attention relative to clinical management and surgery, 
particularly in the area of personalized medicine. Most 
GISTs detected through surgery of other malignancies 
are small and asymptomatic. However, few of these 
tumors may be nonmalignant when diagnosed but exhibit 
potential for malignant transformation. Furthermore, small 
GISTs with low mitotic activity occasionally demonstrate 
distant metastasis [7, 8]. This finding is contrary to the 
conclusion of Rossi [6], who reported that microGISTs 
are self-limiting lesions. Thus, therapies for GISTs 
synchronous with other malignancies have not been well 
documented and have been debated for many years.

Numerous patients with GISTs synchronous with other 
neoplasms have been described, but most reports present 
single case studies [9–11] or small samples [3, 12–14]. Hence, 
the clinical management, histopathological features, and prog-
nostic predictors remain unknown. To our knowledge, no study  
has specifically targeted elderly patients with GISTs syn­
chronous with other digestive tract malignancies. Therefore, 
we aimed to determine the clinicopathological characteristics 
and treatment and to evaluate prognostic factors on the basis 
of the data obtained from 161 elderly patients with GISTs 
who were consecutively admitted in our institution.

RESULTS

Patient demographics and clinical 
characteristics

The entire cohort comprised 161 elderly patients 
with GISTs and included 96 (59.6%) males and 65 (40.4%) 
females with a mean age of 69.93±4.37 years and a median 
age of 69 years (range, 65–84 years). Of these 161 enrolled 
patients, 61 were diagnosed with GISTs synchronous with 
other digestive tract malignancies (synchronous group), 
whereas 100 were diagnosed with no-synchronous condition 
(no-synchronous group). The most common localization 
site of GISTs was the stomach (n = 134, 83.2%), followed 
by the small intestine (n = 17, 10.6%) and other parts of 
the system (n = 10, 6.2%; including mesentery of small 
intestine, omentum, rectum, and transverse mesentery). A 
high number of GISTs located in the stomach were observed 
in the synchronous group (P = 0.005). The synchronous 
group also presented a higher percentage of males (70.49% 
vs. 53.00%, P = 0.028) and poorer ECOG performance 
status (P = 0.029) than the no-synchronous group. Moreover, 
no statistical significance was detected with regard to age, 

co-morbidity, and hospital stay between the groups (P > 
0.05). In the no-synchronous group, patients with GISTs 
variably presented abdominal discomfort/pain (n = 43), 
gastrointestinal bleeding (n = 36), and mass (n = 11), which 
were incidentally discovered for other reasons (n = 10). 
In the synchronous group, all but three patients (one case 
was preoperatively discovered through CT and two cases 
through electronic endoscopy; Figure 1AB) with GISTs 
were incidentally detected during surgery or postoperative 
pathologic examination. Data are shown in Table 1.

Tumor characteristics

Five patients presented liver or peritoneal metastasis 
at the time of diagnosis in the no-synchronous group. 
Sixty-one cases demonstrated GISTs synchronous with 
other digestive tract malignancies, with gastric carcinoma 
as the predominant (n = 29, 47.54%), followed by 
esophageal carcinoma (n = 28, 45.90%). In terms of TNM 
staging system, seven and six patients were diagnosed 
with stage I esophageal carcinoma and gastric carcinoma, 
respectively. Eight patients were classified with stage II 
esophageal carcinoma, and nine patients with stage II 
gastric carcinoma. Moreover, 13 and 12 patients were 
categorized into stage III esophageal carcinoma and 
gastric carcinoma, respectively. Finally, two patients 
were diagnosed with stage IV gastric carcinoma. Tumor 
diameter was statistically significant (P < 0.001). Patients 
in the no-synchronous group exhibited a larger tumor size 
than those in the synchronous group (6.59±4.48 cm vs. 
1.02±0.86 cm, P < 0.001). Six patients (9.84%) presented a 
tumor size ≥3 cm, and 53 (86.89%) patients demonstrated 
no mitotic activity in the synchronous group. The majority 
of patients in the synchronous group presented lower 
mitotic count and higher percentage of very low and 
low risk than patients in of the no-synchronous group (P 
< 0.001). Patients with very low, low, intermediate, and 
high risk were detected in 4, 25, 22, and 49 and in 54, 
3, 3, and 1 case in the no-synchronous and synchronous 
groups, respectively. Overall, 68 GISTs were found in the 
synchronous group (n = 61) because of multiple GISTs 
were detected in three patients, as summarized in Table 1.

Surgery and IM treatment

A total of 158 patients (98.14%) underwent surgical 
resection for GISTs or resection of digestive tract malignan-
cies coexisting with GISTs. All but five patients (two patients 
with palliative resection for gastric carcinoma and three 
patients with palliative resection for GISTs) underwent 
radical resection (R0 resection). Among these patients with 
surgical treatment, 10 underwent endoscopic resection 
performed by skilled endoscopic specialists, and R0 resection 
was obtained (Figure 1CD). The remaining three patients did 
not receive surgery. Two underwent IM preoperative therapy 
(partial responses were noted in these two cases), and one 
refused to receive any treatment (no-synchronous group) for 
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Table 1: Demographic and clinicopathologic data on 161 elderly patients with GISTs
Variables Synchronous Group  

(n = 61, %)
No-synchronous Group  

(n = 100, %)
P value

Age, y 70.41±4.61 69.64±4.21 0.279

Gender 0.028

 Male 43 (70.49) 53 (53.00)

 Female 18 (29.51) 47 (47.00)

ECOG score 0.029

 ≤ 1 29 (47.54) 65 (65.00)

 ≥ 2 32 (52.46) 35 (35.00)

Tumor site 0.005

 Stomach 58 (95.08) 76 (76.00)

 Small intestine 2 (3.28) 15 (15.00)

 Others# 1 (1.64) 9 (9.00)

Tumor size, cm 1.02±0.86 6.59±4.48 <0.001

Mitotic count <0.001

 10 mitosis/50HPF 0 (0.00) 17 (17.00)

Figure 1: Preoperative abdominal enhanced CT scan showed a mass (white arrow in A) with a size of 3.5cm×3 cm 
located in the abdominal cavity in one patient with rectal cancer. Upper gastrointestinal endoscopy presented an intramural 
lesion (B) located in the body of the patient with GIST of the stomach synchronous with a small carcinelcosis located in the antrum of 
the stomach. Tumor complete resection was obtained through the endoscopic view (C) Image of the tumor resected through endoscopic 
resection; the tumor size was lower than 2 cm (D).

(Continued )
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unknown reasons. A total of 28 cases received IM therapy for 
the entire cohort with a median time of seven months (range, 
1–19 months). However, IM dose reduction (200–300 mg/d) 
was required for 20 patients because of drug toxicity. Drug-
related adverse effects were mainly classified as grades 1 and 
2 and are presented in Table 2.

Tumor immunohistochemical features

A total of 164 (out of 168) GISTs were categorized as 
spindle type, 20 were epithelioid type, and two were mixed 
type. The following markers were positively expressed: 
CD117 (n = 146/168, 86.90%), CD34 (n = 138, 82.14%), 

Variables Synchronous Group  
(n = 61, %)

No-synchronous Group  
(n = 100, %)

P value

 <10 mitosis/50HPF 61 (100.00) 83 (83.00)

NIH risk classification <0.001

 Very low and low 57 (93.44) 29 (29.00)

 Intermediate and high 4 (6.56) 71 (71.00)

IM treatment <0.001

 Yes 1 (1.64) 27 (27.00)

 No 60 (98.36) 74 (74.00)

IM duration, mo 8 8.22±1.06 -

Synchronous cancer†

 Esophageal carcinoma 28 (45.90) -

 Gastric carcinoma 29 (47.54) -

 Gastric lymphoma 1 (1.64) -

 Rectal carcinoma 3 (4.92) -

Co-morbidity& 0.729

 Present 23 (37.70) 35 (35.00)

 Absent 38 (62.30) 65 (65.00)

Hospital stay, days 19.08±8.68 17.20±8.20 0.169

ECOG, Eastern Cooperative Oncology Group; Others# includes mesentery of small intestine, omentum, rectum and 
transverse mesentery; Synchronous cancer† refers to synchronous with digestive malignancies; Co-morbidity& includes 
chronic pulmonary disease, diabetes mellitus, cardiovascular and cerebrovascular disease, chronic liver and renal disease; 
HPF, High power field; NIH, National Institutes of Health; IM, Imatinib mesylate.

Table 2: Adverse events in the elderly GISTs patients. (n = 28)
Parameters Grade 1/2 (%) Grade 3/4 (%)

Edema 16 (57.14) 1 (3.57)

Anorexia 3 (10.71) -

Hepatic function damage 5 (17.86) 1 (3.57)

Granulocytopenia 2 (7.14) -

Nausea/vomiting 6 (21.43) 1 (3.57)

Anemia 4 (14.29) -

Erythra 1 (3.57) -

Muscle spasm 1 (3.57) -

Asthenia 14 (50.00) 2 (7.14)

Ascites - 1 (3.57)

Myalgia 3 (10.71) -
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S-100 (n = 13, 7.74%), smooth muscle actin (SMA; n = 
39, 23.21%), desmin (n = 15, 8.93%), and Dog-1 (n = 154, 
91.67%). No statistical significance was observed in the 
expression of CD117, CD34, S-100, SMA, desmin, and Dog-
1 between the groups (P > 0.05). A total of 21 gene mutations 
were detected (16 mutations in KIT exon 11, three mutations 
in KIT exon 9, and two mutations with wild type).

Survival outcome

Thirty-one patients died for the entire cohort with 
a median follow-up of 21 months (range, 3–70 months). 
Twenty­six patients presented GIST­specific progression 
in the no-synchronous group. The one-, two-, and three-
year progression-free survival rates in the no-synchronous 
group were 90.5%, 82.1%, and 66.7%, respectively. 
The three­year OS rate was significantly lower among 
patients with synchronous digestive tract malignancies 
than that of patients without synchronous disease (64.5% 
vs. 84.0%, P = 0.003; Figure 2A). The median survival 
was not achieved for patients with GISTs only (three-
year OS was 84.0%) versus 24 months for patients with 
GISTs synchronous with esophageal cancer (three-year 
OS was 62.6%) and 19 months for patients with GISTs 
synchronous with gastric cancer (three-year OS was 
68.7%). The three-year OS rate of patients in the no-
synchronous group was higher than that of patients with 
GISTs synchronous with esophageal carcinoma (P = 
0.005) and with gastric carcinoma (P = 0.021, Figure 2B). 
The OS of low-, intermediate-, and high-risk GISTs in the 
no-synchronous group were 94.1%, 89.2%, and 75.1% 
at three years, respectively, and no patient with very low 
risk died. Accordingly, OS of very low-risk GISTs in the 
synchronous group was 70.5% at three years. Two patients 
for both low and intermediate risk died, and one patient 
with high risk died 35 months in the synchronous group 
postoperatively. The univariate and multivariate analyses 
of factors affecting the OS of elderly patients with GISTs 
are summarized in Table 3. The presence of synchronous 

digestive tract malignancies and co-morbidity was 
associated with poorer OS rate in the univariate analysis 
(P < 0.05). Moreover, multivariate analysis showed that 
synchronous digestive tract malignancies (P = 0.002), 
mitotic count (P = 0.012), and co-morbidity (P = 0.004) 
were independent predictors of OS.

DISCUSSION

Elderly patients with GISTs are poorly described 
in clinical trials. To our knowledge, this study is the first 
comparative analysis that considered a large amount of 
elderly patients with GISTs only and GISTs synchronous 
with digestive tract malignancies. This retrospective 
study primarily showed that GISTs synchronous with 
other digestive tract malignancies were common and 
occurred in almost 37.89% (61/161) of elderly patients. 
The difficulty in preoperatively determining asymptomatic 
GISTs synchronous with other digestive tract malignancies 
accounted for only 4.92% (3/61). Tumors with smaller 
sizes and very low/low risk of malignant behavior were 
more frequently observed in the synchronous group. 
Furthermore, we demonstrated that synchronous digestive 
tract malignancies, mitotic count, and co-morbidity were 
strongly associated with outcome in elderly patients with 
GISTs.

Increasing evidence indicates that synchronous 
GISTs and other neoplasms have been widely investigated 
in the literature. Previous studies reported that the most 
common GIST-associated malignancy is gastrointestinal 
cancer (47%), which is mainly located in the stomach and 
then in the esophagus [18]; this finding is in agreement 
with our findings. Moreover, GISTs coexisting with 
colorectal, prostate, pancreatic, breast, and hematological 
cancers have been also described. The tumor size of GISTs 
synchronous with other malignancies is usually smaller 
than 2.0 cm [3, 9, 10, 12–14, 18], and only few patients 
(16.7%) present a tumor size > 2.0 cm [12]. Similar to 

Figure 2: Kaplan–Meier estimates of the OS of 161 elderly patients with GISTs. (A) OS was significantly lower in patients 
with synchronous digestive malignancies than that without these diseases (P = 0.003). (B) Stratification based on the types of synchronous 
digestive tract malignancies; the three-year OS rate of patients in the no-synchronous group was higher than that of patients with GISTs 
synchronous with EC (P = 0.005) and with GC (P = 0.021). GC refers to gastric cancer, and EC refers to esophageal cancer.
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these reports, patients in the synchronous group in the 
present series was small with a mean size of 1.02±0.86 
cm. In addition, six (9.84%) patients demonstrated a tumor 
size ≥ 3 cm. The proliferation rate of small GISTs is low 
[6]. In addition, the risk of recurrence is lower in patients 
with concurrent GISTs and other malignancies than in 
cases with GISTs only [12, 18]. A similar phenomenon was 
also observed in the present study. Previous studies also 
showed that the population of patients with synchronous 

GISTs and other tumors favored the elderly patients 
[19]. A total of 37.89% (61/161) of elderly patients with 
synchronous GISTs and digestive tract malignancies were 
observed in the present study. However, no significant 
difference was observed between the groups with regard 
to age (P = 0.279). Furthermore, male predominance was 
detected in the synchronous group. Hence, clinicians 
should focus on elderly male patients with digestive tract 
malignancies.

Table 3: Univariate and multivariate analysis on factors impacting overall survival in the elderly 
GISTs patients
Factors Survival time 

(mean±SD, mo)
P univariate Odds ratio* (95% CI) P multivariate

Gender

 Male 26.25±17.21

 Female 24.63±15.79 0.546 1.03 (0.49−2.21) 0.931

Age, y

 ≥ 75 20.09±12.44

 < 75 26.47±17.06 0.095 0.74 (0.28−1.97) 0.548

IM treatment

 Yes 25.79±16.38

 No 24.68±17.98 0.749 1.21 (0.34−4.36) 0.770

Performance status

 ECOG ≤ 1 26.12±16.64

 ECOG ≥ 2 24.87±16.69 0.639 1.97 (0.84−4.59) 0.117

Synchronous cancer†

 Yes 19.27±10.19

 No 28.95±15.76 0.005 9.34 (2.26−38.60) 0.002

Mitotic count

 ≥ 10 mitosis/50HPF 21.29±15.87

 < 10 mitosis/50HPF 26.10±16.68 0.260 5.22 (1.43−19.07) 0.012

Tumor size

 ≥ 10 cm 22.81±19.72

 < 10 cm 25.90±16.29 0.482 0.89 (0.21−3.71) 0.871

NIH risk classification

 Very low and low 27.88±15.59

 Intermediate and high 21.27±13.82 0.215 3.02 (0.77−11.85) 0.114

Co-morbidity

 Present 20.93±12.65

 Absent 28.22±18.01 0.007 3.10 (1.44−6.68) 0.004

SD, Standard deviation; Odds ratio* for multivariate analysis; CI, Confidence interval; ECOG, Eastern Cooperative 
Oncology Group; Synchronous cancer† refers to synchronous with digestive malignancies; HPF, High power field; NIH, 
National Institutes of Health.
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Clinical manifestations of GISTs are presented in 
different ways. Clinically overt GISTs are usually larger 
than 2–3 cm and present with gastrointestinal bleeding, 
pain, anemia, abdominal masses, and even acute abdomen 
in the elderly [20]. However, the majority of patients 
with GISTs synchronous with other malignancies are 
asymptomatic. Preoperative diagnosis of GISTs is 
particularly difficult. Lin et al. [12] reported that only one 
of 42 patients (2.4%) was preoperatively diagnosed with 
GIST coexisting with gastric cancer, and the remaining 
cases were incidentally found during surgery for other 
reasons. The present study indicated a similar conclusion, 
in which three patients with GISTs were preoperatively 
discovered in the synchronous group, accounting for 
4.92% (3/61). Patients with small tumors are also 
asymptomatic. In patients with GISTs synchronous with 
other malignancies, symptoms may be concealed by the 
overt symptoms related to other malignancies. Thus, 
many GISTs may not be recognized or misdiagnosed. 
To prevent these conditions, medical specialists should 
perform imaging studies, such as computed tomography, 
ultrasonography, and endoscopy [21], for patients with 
malignant digestive tumors. In addition, Kawanowa  
et al. [7] demonstrated that microGISTs can be found in 
up to 35% of patients with gastric cancer. In consideration 
of these facts, the actual annual incidence of GISTs is 
probably grossly underestimated.

Currently, surgery is the only potential curative 
treatment of GISTs if radical resection is performed. 
However, the surgical procedure is not governed by 
definitive guidelines for elderly patients with GISTs 
synchronous with other malignancies. These GISTs 
lesions are usually characterized by low or very low risk 
of recurrence, but hospital morbidity and perioperative 
mortality may amount to 1% or higher in elderly 
patients [22]. Thus, conservative management has been 
recommended by some scholars [14, 23]. Nevertheless, 
all GISTs generally exhibit a potential for malignant 
transformation. A second operation for GISTs may be 
particularly complicated because of the severe adhesion 
of the abdominal cavity caused by radical resection for 
malignancies. Hence, GISTs tend to be removed when 
incidentally discovered during surgery for other digestive 
tract malignancies, as indicated in the study of Yan et al. 
[12]. Minimally invasive surgical procedures, such as 
endoscopic and laparoscopic resection, can be performed 
to decrease operative trauma in elderly patients. The recent 
implementation of IM in the preoperative and adjuvant 
setting has improved the survival of patients with GISTs. 
The proportion of patients with GISTs requiring IM 
dosage reduction seems higher for very old patients [24]. 
A similar phenomenon was also found in elderly patients 
with chronic myeloid leukemia treated with IM [25]. 
However, IM treatment is relatively safe and feasible for 
very old patients [24]. In the present cohort, drug-related 
adverse effects were mainly classified as grades 1 and 

2. Moreover, survival was not statistically significantly 
different between IM and without IM treatments. This 
finding may be ascribed to the short IM duration with a 
median time of only seven months.

The possibility that the synchronous occurrence of 
GISTs and other epithelial tumors is only coincidental 
and whether the two lesions are connected by a causal 
relationship remains debatable. The proliferation of 
stromal and epithelial cells may share similar or some 
carcinogenic factors that contribute to their synchronous 
occurrence [13, 26, 27]. By contrast, some researchers 
reported that no relationship exists between the 
synchronous occurrence of these two tumors and this 
phenomenon is only coincidental [28]. A previous study 
also showed that most of the GIST cases synchronous with 
other tumors expressed CD117 and CD34 [14]. Notably, 
another study has shown that gastric GSITs synchronous 
with gastric cancer presented a lower positive rate of 
CD117 and CD34 than GISTs only [12]. This finding is 
inconsistent with that of the present study. Therefore, 
further research with a large sample size should be 
performed to clarify these results.

The prognoses of elderly patients with GISTs 
synchronous with digestive tract malignancies have been 
rarely discussed. Most GIST recurrence occurred within 
the first five years of follow­up [4]. A study reported that 
patients with gastric GISTs presented a 5-year OS rate 
of 75.9% [29], and the 5-year OS rate of patients with 
GISTs synchronous with gastric cancer who underwent 
surgical resection was 57.8% [12, 30]. The present data 
showed that the three­year OS rate was significantly high 
in elderly patients without digestive tract malignancies. 
This finding is in agreement with that of a previous 
report. Furthermore, our data showed that the OS rates 
of low-, intermediate-, and high-risk GISTs in the no-
synchronous group were 94.1%, 89.2%, and 75.1% at 
three years, respectively, and no patient with very low 
risk died. Accordingly, the OS of very low-risk GISTs 
in the synchronous group was 70.5% at three years, and 
two patients for both low and intermediate risk died, and 
one patient with high risk died 35 months postoperatively. 
Several studies have further shown that age is not an 
independent predictor of OS in patients with GISTs. 
Moreover, patients aged higher than 65 years presented 
a similar outcome as younger patients [31]. Synchronous 
malignancies, absence of adjuvant IM therapy, and high 
risk of recurrence are the strongest predictors of poor OS 
as reported in the literature [12]. In this study, multivariate 
analysis showed that mitotic count (P = 0.012),  
co-morbidity (P = 0.004), and synchronous digestive tract 
malignancies (P = 0.002) were the prognostic factors of 
OS in elderly patients with GISTs.

In summary, the synchronous occurrence of GISTs 
with other digestive tract malignancies is common in 
elderly patients (≥ 65 years old). Tumors with smaller size 
and very low/low risk of malignant behavior are common 
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in patients with synchronous digestive tract malignancies. 
OS primarily depends on synchronous digestive tract 
malignancies, mitotic count, and co-morbidity. However, 
this finding should be carefully interpreted because 
of its retrospective nature. Moreover, the existence of 
interactions among the tumors was not determined. Hence, 
further research based on large populations is required to 
elucidate the association between dual tumors.

MATERIALS AND METHODS

Patient selection

The inclusion criteria are as follows: (1) Histological 
diagnoses of all primary GISTs were confirmed in the 
Department of Pathology at the West China Hospital, Sichuan 
University. (2) Patients aged ≥ 65 years old. (3) Patients 
with complete medical records. The exclusion criteria are as 
follows: (1) Patients were excluded if they had malignancies 
other than malignant digestive tumors with GISTs. (2) GISTs 
diagnosed as recurrent or metastatic. Accordingly, 161 cases 
were retrospectively selected from 569 cases with GISTs. 
These cases were consecutively collected from January 2009 
to June 2014, from the database of the West China Hospital, 
Sichuan University. Of these 161 patients, 61 were diagnosed 
with GISTs synchronous with digestive tract malignancies 
(synchronous group), whereas 100 were diagnosed with 
GISTs only, and none was diagnosed with other tumors after 
the initial GISTs diagnosis (no-synchronous group). The 
Institutional Review Board and Ethics Committee of the 
West China Hospital of Sichuan University informed that an 
ethical review was not needed for this retrospective study.

Surgery and medication

Patients with GISTs or digestive tract malignancies 
underwent surgical treatment with curative intent. Operation 
consent was obtained from each patient who underwent 
surgical resection in this cohort. Surgical procedures were 
variably performed according to tumor size, location, and 
types of cancer; these procedures include subtotal gastrec-
tomy, total gastrectomy, transhiatal esophageal resection, 
abdominoperineal resection, and endoscopic submucosal 
dissection. Lymphadenectomy was routinely performed for 
malignant alimentary tract tumors. The risk stratification of 
GISTs was evaluated according to the modified National 
Institutes of Health (NIH) classification [15]. Patients with 
GISTs with large tumor size (R0 resection cannot be obtained) 
or GISTs that coexist with multiple distant metastases at the 
time of diagnosis were treated with imatinib mesylate (IM, 
Glivec®/Gleevec®, Novartis Pharma AG, Basel, Switzerland) 
as preoperative therapy. Patients who received preoperative 
IM therapy were confirmed to have GISTs through aspiration 
biopsy according to the National Comprehensive Cancer 
Network guidelines [16]. The optimal response to treatment 
was evaluated on the basis of the Choi criteria [17]. The 

adjuvant IM treatment for intermediate- and high-risk patients 
and for cases without radical resection was administered by 
the attending clinicians after securing patient’s consent. The 
suggested IM dosage was 400 mg per day.

Clinicopathological data collection

All clinicopathological data were retrospectively 
reviewed from medical charts. These data included 
demographic data (age and gender), length of hospitalization, 
tumor site and size, clinical presentation, pathological 
parameters (mitotic index, mutation status, morphological 
variant, etc.), IM duration, drug toxicity (evaluated on the 
basis of Common Terminology Criteria for Adverse Events 
version 3.0), Eastern Cooperative Oncology Group (ECOG) 
performance status, and analysis of immunohistochemical 
staining (CD117, CD34, Dog-1, S-100, SMA, and desmin). 
The reported co-morbidities included chronic pulmonary 
disease, diabetes mellitus, cardiovascular and cerebrovascular 
diseases, chronic liver, and renal diseases.

Survival analysis and follow-up

Overall survival (OS) was defined as the time from 
the surgery to the date of death or last contact with patient. 
Progression-free survival in patients in the no-synchronous 
group was determined from the start of any treatment 
until disease progression. To date, determination of GIST 
lesions from recurrence/metastases of known digestive tract 
malignancies remain difficult under some conditions. Thus, 
GIST­specific progression­free survival analysis between 
the two groups was not performed. Follow-ups were 
conducted through office visit, telephone call, or outpatient 
clinic visit from November 2014 to December 2014.

Statistical analysis

All statistical analyses were performed using the 
Statistical Package for the Social Science (SPSS), version 17.0 
for Windows (SPSS Inc, Chicago, IL, USA). Measurement 
data were expressed as mean ± standard deviation. 
Differences between groups were analyzed using analysis of 
variance for continuous variables and χ2 test or Fisher’s exact 
test for categorical data. Cumulative survival was determined 
using the Kaplan–Meier method and log rank test. Univariate 
and multivariate analyses were used to explore independent 
prognostic factors by Cox regression. Differences with two-
sided P < 0.05 indicated statistical significance.

ACKNOWLEDGMENTS

The authors gratefully acknowledge the whole 
staffs of Department of Gastrointestinal Surgery, West 
China Hospital, who generously provided assistance in 
the collection of data throughout the duration of the study. 
All authors disclosed no conflicts of interest or financial 
funding relevant to this publication.



Oncotarget8405www.impactjournals.com/oncotarget

REFERENCES

1. Woodall CE III, Brock GN, Fan J, Byam JA, Scoqqins CR, 
McMasters KM. An evaluation of 2537 gastrointestinal 
stromal tumors for a proposed clinical staging system. Arch 
Surg. 2009; 144:670–678.

2. Nilsson B, Bümming P, Meis-Kindblom JM, Odén A, 
Dortok A, Gustavsson B, Sablinska K, Kindblom LG. 
Gastrointestinal stromal tumors: the incidence, prevalence, 
clinical course, and prognostication in the preimatinib 
mesylate era. Cancer. 2005; 103:821–829.

3. Liszka Ł, Zielińska­Pajak E, Pajak J, Gołka D, Huszno J. 
Coexistence of gastrointestinal stromal tumors with other 
neoplasms. J Gastroenterol. 2007; 42:641–649.

4. Joensuu H, Vehtari A, Riihimäki J, Nishida T, Steigen SE, 
Brabec P, Plank L, Nilsson B, Cirilli C, Braconi C, Bordoni 
A, Magnusson MK, et al. Risk of recurrence of gastroin-
testinal stromal tumour after surgery: an analysis of pooled 
population­based cohorts. Lancet Oncol. 2012; 13:265–274.

5. La Greca G, Randazzo V, Barbagallo F, Gagliardo S, 
Sofia M, Chisari A, Latteri S, Russello D. Laparoscopic 
resection of a large GIST of the stomach: is it preferable in 
elderly patient? a case report. Chir Ital. 2008; 60:135–139.

6. Rossi S, Gasparotto D, Toffolatti L, Pastrello C, Gallina G, 
Marzotto A, Sartor C, Barbareschi M, Cantaloni C, 
Messerini L, Bearzi I, Arrigoni G, et al. Molecular and 
clinicopathologic characterization of gastrointestinal stro-
mal tumors (GISTs) of small size. Am J Surg Pathol. 2010; 
34:1480–1491.

7. Kawanowa K, Sakuma Y, Sakurai S, Hishima T, Iwasaki Y, 
Saito K, Hosoya Y, Nakajima T, Funata N. High incidence 
of microscopic gastrointestinal stromal tumors in the stom-
ach. Hum Pathol. 2006; 37:1527–1535.

8. Cassier PA, Ducimetière F, Lurkin A, Ranchère­Vince D, 
Scoazec JY, Bringuier PP, Decouvelaere AV, Méeus P, 
Cellier D, Blay JY, Ray-Coquard I. A prospective epidemi-
ological study of new incident GISTs during two consecu-
tive years in Rhône Alpes region: incidence and molecular 
distribution of GIST in a European region. Br J Cancer. 
2010; 103:165–170.

9. Firat Ö, Çalişkan C, Karaca C, Sezak M, Özütemız Ö, 
Ersın S, Güler A. Coexistence of gastric cancer and gas-
trointestinal stromal tumor: report of two cases. Turk J 
Gastroenterol. 2010; 21:302–304.

10. Cai R, Ren G, Wang DB. Synchronous adenocarcinoma 
and gastrointestinal stromal tumors in the stomach. World J 
Gastroenterol. 2013; 19:3117–3123.

11. Ueda K, Hijioka M, Lee L, Igarashi H, Niina Y, 
Osoegawa T, Nakamura K, Takahashi S, Aishima S, 
Ohtsuka T, Takayanagi R, Ito T. A synchronous pancreatic 
neuroendocrine tumor and duodenal gastrointestinal stromal 
tumor. Intern Med. 2014; 53:2483–2488.

12. Lin M, Lin JX, Huang CM, Zheng CH, Li P, Xie JW, 
Wang JB, Lu J. Prognostic analysis of gastric 

gastrointestinal stromal tumor with synchronous gastric 
cancer. World J Surg Oncol. 2014; 12:25.

13. Wronski M, Ziarkiewicz­Wroblewska B, Gornicka B, 
Cebulski W, Slodkowski M, Wasiutynski A, Krasnodebski 
IW. Synchronous occurrence of gastrointestinal stromal 
tumors and other primary gastrointestinal neoplasms. World 
J Gastroenterol. 2006; 12:5360–5362.

14. Yan Y, Li Z, Liu Y, Zhang L, Li J, Ji J. Coexistence of 
gastrointestinal stromal tumors and gastric adenocarcinoma. 
Tumor Biol. 2013; 34:919–927.

15. Joensuu H. Risk stratification of patients diagnosed 
with gastrointestinal stromal tumor. Hum Pathol. 2008; 
39:1411–1419.

16. Demetri GD, von Mehren M, Antonescu CR, DeMatteo RP, 
Ganjoo KN, Maki RG, Pisters PW, Raut CP, Riedel RF, 
Schuetze S, Sundar HM, Trent JC, Wayne JD. NCCN Task 
Force Report: update on the management of patients with 
gastrointestinal stromal tumors. J Natl Compr Canc Netw. 
2010; suppl 2:S1–S41.

17. Choi H. Response evaluation of gastrointestinal stromal 
tumor. Oncologist. 2008; 2:4–7.

18. Agaimy A, Wünsch PH, Sobin LH, Lasota J, Miettinen M. 
Occurrence of other malignancies in patients with gas-
trointestinal stromal tumors. Semin Diagn Pathol. 2006; 
23:120–129.

19. Nilsson B, Bümming P, Meis-Kindblom JM, Odén A, 
Dortok A, Gustavsson B, Sablinska K, Kindblom LG. 
Gastrointestinal stromal tumors: the incidence, prevalence, 
clinical course, and prognostication in the preimatinib 
mesylate era—a population-based study in western Sweden. 
Cancer. 2005; 103:821–829.

20. Marano L, Arru GM, Piras M, Fiume S, Gemini S. Surgical 
management of acutely presenting gastrointestinal stromal 
tumors of the stomach among elderly: Experience of an 
emergency surgery department. Int J Surg. 2014; suppl 1: 
S145–S147.

21. Nowain A, Bhakta H, Pais S, Kanel G, Verma S. 
Gastrointestinal stromal tumors: clinical profile, pathogen-
esis, treatment strategies and prognosis. J Gastroenterol 
Hepatol. 2005; 20:818–824.

22. Sexton JA, Pierce RA, Halpin VJ, Eagon JC, Hawkins WG, 
Linehan DC, Brunt LM, Frisella MM, Matthews BD. 
Laparoscopic gastric resection for gastrointestinal stromal 
tumors. Surg Endosc. 2008; 22:2583–2587.

23. Scherübl H, Faiss S, Knoefel WT, Wardelmann E. 
Management of early asymptomatic gastrointestinal stro-
mal tumors of the stomach. World J Gastrointest Endosc. 
2014; 6:266–271.

24. Italiano A, Saada E, Cioffi A, Poulette S, Bouchet S, 
Molimard M, Adenis A, Isambert N, Collard O, 
Le Cesne A, Maki RG, Bui B. Treatment of advanced gas-
trointestinal stromal tumors in patients over 75 years old: 
clinical and pharmacological implications. Target Oncol. 
2013; 8:295–300.



Oncotarget8406www.impactjournals.com/oncotarget

25. Latagliata R, Breccia M, Carmosino I, Cannella L, 
De Cuia R, Diverio D, Frustaci A, Loglisci G, Mancini M, 
Santopietro M, Stefanizzi C, Volpicelli P, et al. Real-life” 
results of front-line treatment with Imatinib in older patients 
(≥ 65 years) with newly diagnosed chronic myelogenous 
leukemia. Leuk Res. 2010; 34:1472–1475.

26. Rauf F, Ahmad Z, Muzzafar S, Hussaini AS. Synchronous 
occurrence of gastrointestinal stromal tumor and gastric adeno-
carcinoma: a case report. J Pak Med Assoc. 2006; 56:184–186.

27. Liu SW, Chen GH, Hsieh PP. Collision tumor of the stom-
ach: a report of mixed gastrointestinal stromal tumor and 
adenocarcinoma. J Clin Gastroenterol. 2002; 35:332–334.

28. Chacon M, Roca E, Barugel M, Jankilevich G, Giacomi N, 
Pelati M, Kowalyszyn R, Domenechini E, Galich M, 

Huertas E. report of solid cancer in patients with gastroin-
testinal stromal tumors (GIST). J Clin Oncol ASCO Annu 
Meet Proc (Post-Meeting Edition). 2004; 22:9065.

29. Huang H, Liu YX, Zhan ZL, Liang H, Wang P, Ren XB. 
Different sites and prognoses of gastrointestinal stro-
mal tumors of the stomach. World J Gastroenterol. 2010; 
34:1523–1533.

30. Liu YJ, Yang Z, Hao LS, Xia L, Jia QB, Wu XT. 
Synchronous incidental gastrointestinal stromal and epi-
thelial malignant tumors. World J Gastroenterol. 2009; 
15:2027–2031.

31. Tham CK, Poon DYH, Li HH, Tan MH, Choo SP, Foo KF. 
Gastrointestinal stromal tumor in the elderly. Crit Rev 
Oncol Hematol. 2009; 70:256–261.


