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			Introduction

			Sarcomas account for three to nine percent of all uterine malignancies and are much less frequent than endometrial carcinomas (epithelial neoplasms) [1]. Uterine sarcomas stem from proliferating cell populations in the myometrium or connective tissue elements within the endometrium. Compared to endometrial carcinomas, uterine sarcomas behave more aggressively and are associated with a poorer prognosis. According to the current WHO Classification of Tumours of the Female Reproductive Organs [2], the most common types of uterine sarcoma are the endometrial stromal neoplasms, 

the undifferentiated uterine sarcomas and the uterine leiomyosarcoma [3]. Endometrial stromal tumors account for less than 1% of all uterine tumors [4] are further classified into five categories: endometrial stromal nodule (ESN), low-grade endometrial stromal sarcoma (LG-ESS), high-grade endometrial stromal sarcoma (HG-ESS), undifferentiated uterine sarcoma (UUS), and uterine tumor resembling ovarian sex cord tumor (UTROSCT) [5], classified by invasion into surrounding myometrium and the degree of differentiation. The TNM and FIGO staging systems are presented in Table 1.

			Table 1: AJCC TNM and FIGO Surgical Staging Systems for Uterine Sarcomas (includes Leiomyosarcoma and Endometrial Stromal Sarcoma).
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							FIGO Stage

						
							
							Primary Tumor

						
					

					
							
							TX

						
							
							
							Primary tumor cannot be assessed

						
					

					
							
							T0

						
							
							
							No evidence of primary tumor

						
					

					
							
							T1

						
							
							I

						
							
							Tumor limited to the uterus

						
					

					
							
							T1a

						
							
							IA

						
							
							Tumor 5 cm or less in greatest dimension

						
					

					
							
							T1b

						
							
							IB

						
							
							Tumor more than 5 cm

						
					

					
							
							T2

						
							
							II

						
							
							Tumor extends beyond the uterus, within the pelvis

						
					

					
							
							T2a

						
							
							IIA

						
							
							Tumor involves adnexa

						
					

					
							
							T2b

						
							
							IIB

						
							
							Tumor involves other pelvic tissues

						
					

					
							
							T3

						
							
							III

						
							
							Tumor infiltrates abdominal tissues

						
					

					
							
							T3a

						
							
							IIIA

						
							
							One site

						
					

					
							
							T3b

						
							
							IIIB

						
							
							More than one site

						
					

					
							
							T4

						
							
							IVA

						
							
							Tumor invades bladder or rectum
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							FIGO Stage

						
							
							Regional Lymph Nodes

						
					

					
							
							NX

						
							
							
							Regional lymph nodes cannot be assessed

						
					

					
							
							N0

						
							
							
							No regional lymph node metastasis

						
					

					
							
							N0(i+)

						
							
							
							Isolated tumor cells in regional lymph node(s) no greater than 0.2 mm
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							IIIC

						
							
							Regional lymph node metastasis
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							FIGO Stage

						
							
							Distant Metastasis
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							No distant metastasis
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							IVB

						
							
							Distant metastasis (excluding adnexa, pelvic and abdominal tissues)
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							Histologic Grade
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							Grade cannot be assessed
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							Well differentiated
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							Moderately differentiated
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							Poorly differentiated or undifferentiated

						
					

				
			

			
				
					
					
					
					
				
				
					
							
							
							T

						
							
							N

						
							
							M

						
					

					
							
							Stage I

						
							
							T1

						
							
							N0

						
							
							M0

						
					

					
							
							Stage IA

						
							
							T1a

						
							
							N0

						
							
							M0

						
					

					
							
							Stage IB

						
							
							T1b

						
							
							N0

						
							
							M0

						
					

					
							
							Stage IC

						
							
							T1c

						
							
							N0

						
							
							M0

						
					

					
							
							Stage II

						
							
							T2

						
							
							N0

						
							
							M0

						
					

					
							
							Stage IIIA

						
							
							T3a

						
							
							N0

						
							
							M0

						
					

					
							
							Stage IIIB

						
							
							T3b

						
							
							N0

						
							
							M0

						
					

					
							
							Stage IIIC

						
							
							T1-3

						
							
							N1

						
							
							M0

						
					

					
							
							Stage IVA

						
							
							T4

						
							
							Any N

						
							
							M0

						
					

					
							
							Stage IVB

						
							
							Any T
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			Low-grade endometrial stromal sarcomas (LG-ESS) are characterized by small cells with low-grade cytology and features resembling stromal cells in proliferative endometrium (<5 MF per 10 HPF), having nonetheless myometrial and vascular invasion as well as a potential for recurrence and metastasis [3]. They account for about 20% of uterine sarcomas [6]. They affect primarily women in the perimenopausal age group, amd more than half of patients are diagnosed premenopausally [4,7]. Several risk factors have been associated with LG-ESS, such as diabetes, obesity, younger age at menarche and tamoxifen use [8]. The most common symptoms and signs are abnormal uterine bleeding, a uterine mass, pelvic pain and dysmenorrhea [9].

			Also the patient may be asymptomatic and present with an incidental finding on clinical or ultrasound examination. It can often present as an endometrial polyp and most cases (60%) present with FIGO stage I disease while only 20% present with stage IV metastatic disease [8]. Uterine sarcomas tend to spread via intraabdominal, lymphatic or hematogenous routes. The most frequent site of extrauterine pelvic extension is the ovary, while hematogenous spread is most often to the lungs.

			The medical history should include an assessment of risk factors associated with uterine sarcoma. Clinical examination may reveal an enlarged uterus. Serum tumor markers (CA-125 and lactate dehydrogenase) have been reported to be elevated in uterine sarcoma but they are not diagnostic [10]. Preoperative imaging cannot reliably differentiate between benign fibromas and uterine sarcomas. Suspicious ultrasound findings may include multiseptated cystic areas and multiple small areas of cystic degeneration [11]. On magnetic resonance imaging LG-ESS may appear as a polypoid endometrial mass with low signal on T1-weighted images and heterogeneously increased high T2 signal. Myometrial and lymph vascular invasion can be noted. Contrast enhancement is moderate and often heterogeneous [12]. However these findings cannot set the definite diagnosis of malignancy.

			Regarding the management of LG-ESS, surgery is the most important procedure, with hysterectomy and bilateral salpingo-oophorectomy (BSO) being the procedure of choice. LG-ESS seems to be sensitive to hormones, BSO seems to be quite important in its management, as it ceases hormone production [9]. Whether systematic lymphadenectomy is needed is unclear. Stage I LG-ESS does not require adjuvant treatment. Stage II to IV disease may be managed with adjuvant endocrine treatment, while radiation therapy may sometimes be considered [13]. The prognosis of LG-ESS is favorable. Disease stage is the most important prognostic factor, as the 5-year overall survival rate for Stage I is more than 90% but is decreased to 50% for Stage III and IV. The most common sites for recurrence are the pelvis and abdomen [9]. 

			Case 
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			A 43-year-old parous patient presented to our Gynecology Clinic for surgical management of uterine leiomyomas causing menometrorrhagia. Ultrasound examination revealed two leiomyomas. Furthermore, following MRI depiction revealed more than three leiomyomas, the largest being 6 x 4.5 cm in dimensions. (Figures 1 & 2) The patient’s medical and surgical history was insignificant and the tumor markers were negative. Pap smear free for malignancy. After preoperative assessment the patient was led to surgery where she underwent a subtotal abdominal hysterectomy without salpingooopherectomy (as it was her preference to preserve the cervix and the adnexae). 

			Her intraoperative and postoperative course was uneventful. Histology report showed a low grade endometrial stromal sarcoma (LG-ESS). After the Multidisciplinary Team meeting, it was decided that the patient undergo prophylactic trachelectomy and bilateral salpingoophorectomy. Indeed, the histology report was negative for malignancy and it was decided at the Multidisciplinary Team meeting that the patient should be followed up every six months for three years and yearly after that. The patient is alive and disease-free nine months after the operation.

			Discussion

			The differential diagnosis of an enlarged uterus includes many etiologies such as a benign leiomyoma, variants of uterine leiomyomas, adenomyoma or diffuse adenomyosis, uterine sarcoma, uterine carcinosarcoma, endometrial carcinoma, metastatic disease, pregnancy and hematometra. Endometrial stromal tumors account for less than 1% of all uterine tumors. On the other hand, benign leiomyomas (fibroids) are the most common pelvic neoplasm in women (lifetime risk 70-80%). This fact poses the important issue of preoperative differentiation between the common situation of leiomyomatosis versus a malignant uterine tumor, as it interferes with appropriate management, especially in the era of uterine-sparing alternatives to hysterectomy. 

			On one hand, implementation of minimal procedures such as myomectomy and morcellation may cause the dissemination of a neoplasm, on the other hand, it is equally important to avoid unnecessary surgery for the sole purpose of excluding the rare possibility of malignancy. In systematic reviews of women undergoing hysterectomy or myomectomy for a myometrial mass, the prevalence of sarcoma is approximately 0.2% (1 in 500) in most studies [14].

			Since no imaging or laboratory modality is able to reliably differentiate between a fibroid and a malignant tumor, risk factors should be carefully assessed preoperatively. Increasing age and postmenopausal status are important risk factors, therefore a new or growing uterine mass should warrant further evaluation. Also, failure of a leiomyoma to respond to treatment with a gonadotropin-releasing hormone agonist may be an indication for further investigation. During intraoperative evaluation some features may raise suspicion of malignancy, however a frozen section cannot reliably exclude it. 

			Definitive diagnosis is set after pathologic examination and further management may sometimes be needed. In accordance with the treatment of uterine leiomyosarcomas, if a subtotal hysterectomy or myomectomy was performed, trachelectomy and BSO are reasonable. If morcellation was performed, surgical exploration could be considered to check for residual disease.
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			Conclusion

			Endometrial stromal sarcomas are uterine neoplasms with a favorable prognosis, depending on the stage at diagnosis. Several clinical features may raise suspicion of malignancy of a presumed leiomyoma, however definite diagnosis is confirmed with pathologic examination. Given the low prevalence of uterine sarcomas, the risk of a missed diagnosis of malignancy preoperatively does not appear to outweigh exposing more women to the risks of an unnecessary hysterectomy.
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			Abstract

			Introduction: Endometrial stromal tumors (ESS) account for less than 1% of all uterine tumors. Low-grade ESS have favorable pathologic features and a good prognosis, if diagnosed at an early stage.

			Case Report: Here we report on a 43-year-old patient who presented with menometrorrhagia due to uterine fibroids, diagnosed after ultrasound and MRI examinations. She underwent a subtotal abdominal hysterectomy without bilateral salpingooopherectomy (BSO) and histology report showed a low-grade ESS. The patient then underwent a trachelectomy and BSO. No adjuvant treatment was administered.

			Discussion: The most common cause of an enlarged uterus represents leiomyomas. However, there is a small risk of malignancy (1 in 500) in patients undergoing leiomyoma surgery. Preoperative assessment is often controversial; therefore, the diagnosis of malignancy is set after surgery.

			Conclusion: Given the low prevalence of uterine sarcomas, the risk of a missed diagnosis of malignancy preoperatively does not seem to outweigh exposing more women to the risks of unnecessary hysterectomy.
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Figure 2: Pelvic MRI, T2-weighed, coronal section.
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Figure 1: Pelvic MRI T2-weighed, transverse section






