


PARTICULAR METASTASIS OF A GIST: THE OVARY	Comment by ASUS: The title should be revised to clearly indicate that this manuscript is a case report. 



ABSTRACT: 	Comment by ASUS: The abstract would benefit from clearer structuring (Background, Case Presentation, Conclusion). 
Some sentences are overly long and could be simplified to improve readability. Quantitative or specific clinical details (e.g., age, mutation status) may be briefly emphasized to strengthen the abstract.
Gastrointestinal stromal tumors (GIST) are the most common mesenchymal neoplasms of the gastrointestinal (GI) system. The most common sites of primary tumors are essentially the stomach and the small intestine. The secondary sites are the liver and the peritoneum. Clinical case: we report a rare case of metastatic GIST to the ovary; in an adult patient, admitted to the emergency department for an obstructive syndrome, due to a small bowel obstruction upstream of a right lateral uterine mass. The anatomical-pathological study of the surgical specimen of the small intestine favored a GIST. The ovarian mass was also of tumor origin: a GIST. In the postoperative follow-up of this resected oligometastatic disease, imatinib was prescribed. Conclusion: metastatic gastrointestinal stromal tumors constitute half of GISTs. Several metastatic sites are possible; sometimes, they present in the form of Krukenberg tumors.
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INTRODUCTION :
Gastrointestinal stromal tumors (GIST) are tumors with variable malignancy potential, ranging from practically indolent tumors to rapidly progressing cancers. Most carry an activating mutation either in KIT or in platelet-derived growth factor receptor A (PDGFRA) [1].
In terms of frequency, GISTs are rare neoplasms of the gastrointestinal tract [2].
The most common sites of primary tumors are mainly in the stomach, sometimes the small intestine, and rarely the rectum or esophagus [3].
Most GISTs originate from interstitial cells of Cajal (ICC), the pacemaker cells located between the circular and longitudinal layers of the muscularis propria [3].
They generally occur in older adults, with a median age of 55-60 years; and rarely in children in the second decade (<1%) [4].	Comment by ASUS: All acronyms should be clearly defined at their first occurrence in the manuscript.
The main treatment at the localized stage remains surgery, with imatinib depending on the risk of relapse [5]. The latter was one of the first cancer therapies to demonstrate the potential of targeted action [6].
In the case of a definitively unresectable disease, or in the presence of multiple metastases that cannot all be resected, first-line therapy remains imatinib [7].
Hepatic metastases and peritoneal dissemination are the two main modes of GIST spread, and furthermore, the lungs, bones, brain, pleura, and lymph nodes are also secondary sites, but less frequent [8].
In this article, we describe an exceptional secondary location of a GIST: the ovary.	Comment by ASUS: Please add a brief explanation of their clinical relevance in GIST pathogenesis and treatment response would strengthen the background.

Case Presentation: 	Comment by ASUS: The Case Presentation section should be reorganized into a more standard format (clinical presentation, imaging findings, surgical management, pathology, molecular analysis, and follow-up). 

This is a 58-year-old female patient, followed for 5 years for type II diabetes under metformin, and recently diagnosed with grade I hypertension, under hygienic-dietary measures.
3 days before her arrival at the hospital, the patient experienced peri-umbilical abdominal pain, followed by vomiting on the same day.
In the absence of improvement, the patient went to the emergency room.
The clinical examination revealed an obstructive syndrome characterized by the cessation of gas without the cessation of stool, with abdominal distension noted during the physical examination.
Requesting a standard X-ray, the unprepared abdomen showed central hydro-aeric levels, wider than high, with valvulae conniventes. 
The emergency physicians completed the exploration with an abdominal-pelvic CT scan:
Distension of the small bowel loops measuring 45 mm in maximum diameter upstream of a right latero-uterine mass, roughly rounded, well-defined, heterogeneous, containing areas of necrosis and calcifications, faintly enhanced after contrast injection, measuring 62*60 millimeters.
The patient was operated on urgently.
The surgery involved visceral surgeons and gynecologists; the lateral-uterine mass was of ovarian origin. Its resection was performed during the same surgical procedure.
The results of the anatomical-pathological study were as follows:
• For the small intestine: the morphological appearance, as well as the immunohistochemical data, were in favor of a moderate-risk gastrointestinal stromal tumor according to Miettinen's classification. There were no vascular emboli.
• For the ovarian mass: morphology and immunohistochemistry indicate an ovarian localization of a GIST. 
Next-generation sequencing identified the KIT mutation on exon 11.
The surgical follow-up was straightforward, a TAP CT scan requested as part of the staging assessment showed no particularities; and the patient was referred to a medical oncology 	Comment by ASUS: The immunohistochemical profile of both the intestinal and ovarian tumors should be described in more detail (e.g., CD117, DOG1, CD34), as this is crucial to support the diagnosis of metastatic GIST and to exclude primary ovarian neoplasms.	Comment by ASUS: Please clarify the KIT mentioned in the Introduction section.
Consultation:

We were dealing with an intestinal stromal tumor (small intestine), oligometastatic (at the ovarian level), for which the initial treatment was surgery (given the emergency context).
It was therefore an oligo-metastatic GIST that had been operated, mutated on exon 11 (KIT). We reviewed the medical file before deciding on imatinib at a dose of 400 mg/day. 
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Figure 1 : Distension of the loops in the small intestine upstream of a right mass, roughly rounded, well-defined.	Comment by ASUS: Please provide a clear interpretation of the findings shown in Figure 1.



DISCUSSION:	Comment by ASUS: While the discussion is generally adequate, it would benefit from a more critical comparison between the present case (GIST metastases to ovary) and previously reported ovarian metastases of GIST. The novelty of the current case should be more explicitly highlighted.

Metastatic GISTs occur in up to 50% of patients at the time of diagnosis. The liver and the peritoneal cavity are the most common metastatic sites (93%) [9]; other sites are possible but less frequent, including the lungs, bones, and lymph nodes [8].
Some atypical presentations of GIST have been reported; for example, a metastatic GIST at the cardiac level (left ventricle), in subcutaneous tissues, on the parotid gland, or the spleen [10], [11].
We describe, in the literature, a single case of metastatic GIST to the ovary in 2021, in a 53-year-old woman followed for a large gastric gastrointestinal stromal tumor and peritoneal metastases in the pelvis. After administration of imatinib, the tumor significantly regressed; the surgical procedure performed was a laparoscopic resection of the pelvic tumor, combined with an open proximal gastrectomy and transverse colectomy. During the operation, the pelvic tumor turned out to be ovarian. Microscopic examination confirmed that it was a gastric gastrointestinal stromal tumor with ovarian metastases [12].
Ovarian metastases originating from malignant tumors located elsewhere are known as Krukenberg tumors [13]. The latter is generally of gastric origin, but can also involve metastatic tumors from carcinomas of other sites, such as the colon [14]. Or the small intestine, as was the case with our patient. 
Regarding the pathophysiological mechanism of tumor dissemination to the ovaries, the literature reports different pathways: Either a direct spread or a spread from more distant sites, through hematogenous or lymphatic routes [15]. Peritoneal diffusion was negative in our case, as the ovarian capsule was preserved. And so the hematogenous and lymphatic pathways are the most implicated.
When large ovarian tumors are in contact with the uterus or bladder, it is difficult to distinguish them from uterine or bladder tumors on imaging. The identification of ovarian nature is most often made at the time of surgery.
Although surgery is not recommended as a primary approach in the metastatic stage of GISTs, the emergency context may sometimes require it.
Even metastatic patients who have undergone surgical removal of all their lesions, imatinib remains a standard treatment in this situation according to scientific societies [16].
The standard dose of imatinib is 400 mg per day [17].
However, some data suggest that patients with tumors harboring a mutation in exon 9 of the KIT gene have a significantly higher response rate and better progression-free survival at a higher dose (800 mg per day), which is therefore considered the standard treatment in this subgroup [16], [18].
The dose of 400mg/day in our case was justified by the presence of the mutation on exon 11.

CONCLUSION: 
[bookmark: _GoBack]
The prognosis of metastatic gastrointestinal stromal tumors has clearly improved with the advent of targeted therapy. A ten-year survival has become possible [19]. Oligometastatic disease is associated with a longer survival period before the first progression [20].
An oligometastatic GIST to the ovary is a rare entity. Although pelvic tumors are difficult to differentiate before surgery, it is important to consider the possibility of ovarian metastases originating from a gastrointestinal stromal tumor.
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