GASTRIC SYNCHRONOUS STROMAL TUMOR AND ADENOCARCINOMA: A FORTUITOUS ASSOCIATION? 
Anis Haddad, Selma Kacem, Amine Sebai, Houcine Maghrebi, Amine Makni, 
Montassar Kacem 


INTRODUCTION:
Stromal tumors (GIST) are the most frequent mesenchymal tumors of the digestive tract [1,2] with an incidence of 10 to 20 cases per 10 million people [3-7]. They sit mainly in the stomach [8-11] and represent 1 to 2.2% of malignant digestive tumors [4,12-14].  
95% of malignant tumors of the digestive tract are adenocarcinomas [15].
The association of two types of tumors in the stomach is possible. These are mainly adenocarcinomas associated with lymphoma [16-19] or a carcinoid tumor [18,20,21]. The association of an adenocarcinoma with a stromal tumor in the stomach is rarely observed [22]. 
We report the observation of a patient operated for a synchronous tumor associating subcardial adenocarcinoma with a stromal tumor of the gastric body.

CASE REPORT:
It is a 74 year-old patient, diabetic, who was admitted, in December 2016, for epigastralgia associated with vomiting evolving for 2 months. Physical examination was strictly normal. 
An oesogastroduodenal fibroscopy was performed showing a subcardial ulcerative-budding formation with a 3 cm diameter (figure 1) and the presence, in the gastric body, of a second submucosal nodular formation with a 4 cm diameter (figure 2).
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      Figure 1: Sub-cardial region                                   Figure 2 :Gastric body
	
The anatomopathological examination of the biopsies concluded to an infiltrating and slightly differentiated adenocarcinoma at the subcardial level associated with chronic HP + gastritis without signs of malignancy in the gastric body.
The computed tomography, performed as part of the extension study, revealed a macro-lobulated tissue mass, posterior, pre-pyloric, with submucosal development, prolapsed in the peritoneum, measuring 50 * 48 * 45mm and whose enhancement characteristics evoke a stromal tumor (figures 3 and 4) but also an irregular gastric cardio-tuberosal thickening predominant on the small gastric curvature (figure 5) and associated with necrotic pre-gastric centimetric satellite ganglia (figure 6)
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Figures 3 et 4: Gastric mass suggestive of stromal tumor
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Figure 5 :Cardio-tuberosal thickening	Figure 6 :Necrotic pre-gastric ganglia

The patient had a total gastrectomy with lymph node dissection type D1,5 and oeso-jejunal anastomosis on a Y-shaped loop.
The anatomo-pathological examination of the surgical specimen concluded to a slightly differentiated adenocarcinoma of the cardia classified as pT3N2, 3N + / 8N (figures 7,8,9,10) associated with a stromal tumor of the gastric body CD34-, CD117-,  DOG1+, with rare mitoses, a mitotic index <5 and without nuclear atypia (figures 11,12,13,14) considered to be at low risk of recidivism.
	
[image: C:\Users\anis\Desktop\Tm synchrones estomac\Anapath\DSCN7431.JPG][image: C:\Users\anis\Desktop\Tm synchrones estomac\Anapath\DSCN7427.JPG]
[image: C:\Users\anis\Desktop\Tm synchrones estomac\Anapath\DSCN7433.JPG][image: C:\Users\anis\Desktop\Tm synchrones estomac\Anapath\DSCN7426.JPG]
Figures 7,8,9,10 :Slightly differentiated adenocarcinoma of the cardia
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		Figures 11,12,13,14: Stromal tumor CD117-, CD34-, DOG1
DISCUSSION:
Stromal tumors (GIST) are mesenchymal tumors developed from the interstitial cells of Cajal. They therefore express a specific marker to these cells, the c-Kit (CD117) and this in 95% of cases, which makes it possible to differentiate them, on the immunohistochemical level, from the other digestive mesenchymal tumors [23]. They may also express other markers such as the BCL-2 (80%), the CD34 (70%), the SMA (35%), the DOG-1, the protein S100 (10%) and the desmine (5%) [23-26].
CD117 is a gene encoding the protein tyrosine kinase receptor. This CD117 specificity of stromal tumors has made it the model of solid tumors that can regress under targeted therapy, namely the imatinib mesylate which is an inhibitor of this receptor [27].
Histologically, the cells may be fusiform (70%), epithelioid (20%) or mixed (10%). [23].
The preferred location of these tumors is the stomach (60 à 70%) followed by the small intestine (20 à 30%), the colon and rectum (5 à 10%) and finally the esophagus (5%) [8-11,28].   
The most common clinical signs of GIST are abdominal pain, digestive hemorrhage and abdominal mass [29,30]. The symptomatology depends on the location and size of the tumor [30].
[bookmark: _GoBack]Preoperative diagnosis of the stromal tumor, if associated with adenocarcinoma, is difficult and rarely done. Generally, adenocarcinoma masks clinically and endoscopically the stromal tumor but also at imaging, in which it is confused with adenopathies [31]. 
In addition, the tumor is often submucosally developed, making in most cases endoscopic biopsies negative. Thus, in the case of an association of adenocarcinoma and a stromal tumor, the diagnosis of the GIST is usually performed peroperatively and / or by the anatomopathological examination of the surgical specimen [31,32]. Lin and al [31] estimated the preoperative diagnosis rate of such an association to be only 2.4%. 
For our patient, endoscopic biopsies were negative. However, the imaging revealed a gastric tumor mass of 5cm with submucosal development, which made it possible to evoke the diagnosis of stromal tumor.
The association of a stromal tumor, whatever its location, with another malignant tumor is estimated from 4.5% to 35% depending on the series [27,33-44]. Generally, they are gastrointestinal adenocarcinoma (47%), prostatic adenocarcinoma (9%), lymphoma and leukemia (7%)and breast cancer (7%) [27,34]. A few cases of association of gastric stromal tumors and gastric adenocarcinomas have been reported in the literature [33,36,45-52]. 
Liszka et al [53] reported that during this association, the stromal tumor is generally small in size, often less than 2 cm [22,48],and presents a low risk of invasion and recidivism compared to isolated GIST, with a mitotic index often less than 5 and a Ki-67 less than 5% [27], suggesting a probable inhibition of the malignancy of the stromal tumor by adenocarcinoma [25].This was the case for our patient in whom the stromal tumor was considered to be at low risk of recurrence on the anatomopathological examination of the surgical specimen.
An immunohistochemical feature of stromal tumors associated with adenocarcinoma is the low expression of CD117 and CD34 [34] with often an intense expression of the DOG-1 [54]. This immunohistochemical profile was found in our patient.
The simultaneous presence in the stomach of an adenocarcinoma and a stromal tumor leads us to wonder whether this association is fortuitous or whether there is a causal relationship between the two lesions. Theoretically, a genetic mutation could induce a synchronous carcinomatous and mesenchymal proliferation. It would still have to be highlighted [37,55,56]. Some experimental models have proposed the hypothesis of an unknown oncogenic agent that is at the origin of the development of tumors from adjacent tissues [45,50,57-60]. It is reported that exposure to nitrosoguanidine and acetylsalicylic acid may induce the development of gastric adenocarcinomas and leiomyosarcomas [59]. It is also recognized that exposure to Helicobacter pylori may be responsible for the development of gastric adenocarcinomas, gastric lymphomas [61,62] or even gastric stromal tumors [30].   
However, the hypothesis of a fortuitous association between these two tumors can not be ruled out, especially since most cases come from Japan, a country with a high incidence of gastric adenocarcinoma [45].
In the presence of such an association, an R0 resection of the adenocarcinoma and the stromal tumor is necessary [36,63]. Postoperative chemotherapy may be proposed for one or both tumors according to indications [64,65].   

CONCLUSION:
Synchronous development of gastric adenocarcinoma and GIST is rare. During this association, the stromal tumor is often characterized by a small size, a low mitotic index, minimal or absent nuclear atypies, a low malignant potential but also a weak expression of CD117 and CD34 with significant expression of DOG-1. 
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