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Abstract

Uterine tumor resembling ovarian sex-cord tumor is a rare group of uterine neoplasms with unknown histogenesis and differentiation
towards ovarian sex-cord elements. They are benign in nature with low malignancy potential. Diagnosis is based on immunohistochem-
istry and morphological features, and the distinction from other more malignant differentials is paramount to correctly individualizing
treatment.

A 47-year-old patient was admitted to the hospital complaining of abdominal pain and abnormal uterine bleeding. Subsequent detec-
tion of multiple uterine fibroids by ultrasound study and CT scans lead to a robot-assisted total hysterectomy. Histological studies re-
vealed that one of the fibroids in the myometrium had a morphology resembling an ovarian sex-cord tumor with low Ki-67 proliferative
activity. After 12 months of follow-up, no additional treatment was required, and no signs of recurrence or progression were observed.

Uterine tumor resembling ovarian sex-cord tumor is a rare gynecological entity with no established treatment protocol. Differentia-
tion between benign and malignant behavior is based on structural features and immunohistochemical expression assessment. This
highlights the importance of immunohistochemical staining and morphological analysis to determine the degree of surgical radicality.
Minimally invasive approach is feasible and safe, but more experience is needed for further conclusions.
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INTRODUCTION

uterine bleeding and their treatment plans includes hyster-
ectomy with bilateral salpingo-oophorectomy or hystero-

The resembling ovarian sex-cord tumor is a rare type of
uterine neoplasm. It was first described in 1945 by More-
head and Bowman with less than 100 cases reported in the
literature.[?) They are mainly well-bounded myometrial
nodules, with sharp or infiltrative borders, and various his-
tological patterns — trabecular, glandular, solid, diffuse, or
mixed. Patients usually present with uterine mass and/or

scopic resection of the tumor.®! Uterine tumors resembling
ovarian sex-cord tumors (UTROSCT) are almost entirely
composed of sex-cord-like elements and are found to be
benign, despite the possibility of malignancy and relapse. 4
They have polyphenotypic immunohistochemical expres-
sion and staining panel for sex cord (WT-1, calretinin,
and inhibin), smooth muscle (h-caldesmon, desmin, and
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smooth muscle actin), epithelial markers (AE1 and AE3 cy-
tokeratin) and CD10 can be used to confirm and distinguish
UTROSCT from other uterine neoplasms.!*!

CASE REPORT

A 47-year-old patient, with a BMI of 36.33 kg/m? and five
previous pregnancies, was admitted to the hospital with a
history of abdominal pain, vaginal bleeding, and secondary
anemia. The ultrasound examination revealed a myomatous
uterus, and the computer tomography scan showed three fi-
broids: one on the right with a size of 38x35 mm, another
on the left with a size of 47x39 mm, and still another lo-
cated at the transition between the uterine body and cervix
with a diameter of 23 mm (Fig. 1). Based on these findings
and the patient’s statement of completed family planning, a
total robot-assisted hysterectomy without the adnexa was
performed to overcome the patient’s severe obesity and the
related perioperative and postoperative complications. The
total operative time was 70 min, with an estimated blood loss
of 100 ml. There were no complications in the postoperative
period and the patient was discharged after four days.

Macroscopically, the specimen did not present any abnor-
mal features. The endometrium was thin, and no mass was
seen in the uterine cavity. On section, the fibroids had a sol-
id structure and pale greyish color without signs of secondary
changes.

On microscopic examination, hematoxylin and eo-
sin-stained slides were analyzed. The histopathological re-
port revealed in one of the fibroids findings of a sex-cord-like
growth pattern, composed of sheets, nests, cords, and solid
tubules. Tumor cells formed cords and trabeculae with small
neoplastic cells, round with monotonous nuclei and incon-
spicuous nucleoli (Figs 2, 3). The immunohistochemistry was
Ki-67 positive with low proliferative activity (Fig. 4). After 12

Figure 1. Pelvic computer tomography scan: Uterus myomato-

sum with two fibroids, located on both sides with sizes 38x35 mm
and 47x39 mm.

UTROSCT and Robot-Assisted Hysterectomy

Figure 2. H&E stain x4: UTROSCT - tumor composed of sheets,
nests, cords and solid tubules.

Figure 3. H&E stain x10: UTROSCT - tumor cells form cords
and trabeculae. Neoplastic cells are round and small, with mo-
notonous nuclei and inconspicuous nucleoli.

Figure 4. Immunohistochemistry: Ki-67 positive with low pro-

liferative activity.

months of follow-up, there are no clinical signs of recurrence
or disease progression.

DISCUSSION

Uterine tumor resembling ovarian sex-cord tumors are
rare, indolent neoplasms. The etiology is still unknown de-
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spite the emersion of different theories - derivation from
uncommitted mesenchymal stem cells or from displaced
ovarian sex-cord cells during embryogenesis.[®) The aver-
age age at diagnosis is 52 years as the tumor is seen in both
premenopausal and postmenopausal women.”! The clini-
cal symptoms presented are typically abdominal pain and
uterine bleeding with the tumor being submucosal, intra-
mural, or subserous.[®!

In 1976, Clemente and Scully, based on histopathologi-
cal and clinical features of 14 cases of uterine tumors with
sex cord differentiation, classified them into two types.!
The first, endometrial stromal tumors with sex-cord-like
elements (ESTSCLE), are traditional endometrial stromal
sarcomas with focal epithelioid formations that resemble
sex-cord-like elements of an ovarian tumor, comprising less
than 50% of the overall tumor mass. In 15% of the cases,
they show a malignant character and are associated with an
increased risk of recurrence.®! The second type, an uterine
tumor resembling ovarian sex-cord tumors (UTROSCT),
is composed almost entirely of elements simulating ovarian
sex-cord neoplasms. They are well demarcated with occa-
sional infiltration in between muscle fibers, causing them
to appear in different microscopic architectures like sheets,
tight nests, trabeculae, thin cords, hollow or solid tubules
with varying amounts of hyalinized or fibrous stroma.
Cells have low mitotic indexes and contain little amounts
of foam or clear eosinophilic cytoplasm.!®! They are gener-
ally benign with rare local recurrence, but their metastatic
character has been reported in a few cases with dissemina-
tion to the appendix and the pelvic lymph nodes.[1*!]

UTROSCT is usually detected incidentally after surgery
for other benign lesions.”) Diagnosis is based on morpho-
logic features and immunophenotype marker expression,
as there are no specific histopathological characteristics.
UTROSCT are not detected by endometrial biopsy due to
their frequent localization within the uterine wall.['!} Be-
cause of their uncertain behavior, it is paramount to dis-
tinguish the benign and indolent UTROSCT from endo-
metrial stromal sarcoma, endometroid carcinoma, and soft
tissue sarcoma, all of which require aggressive treatment.
The immunohistochemical panel includes expression of
sex cord (Wilms tumor-1, calretinin, inhibin, CD56, CD99,
SF1, FOXL2, MelanA), smooth muscle (h-caldesmon, de-
smin, histone deacetylase-8, smooth muscle actin, smooth
muscle myosin heavy chain) and epithelial markers (AE1
and AE3 cytokeratin, KL1, EMA, CAMS5.2), progesterone
or estrogen receptors.”!

Endometrial stromal sarcoma has an infiltrative growth
pattern. It shows a diffuse expression with CD 10 immu-
nostaining and the lack of JAZF1/SUZI12 fusion (JAZF1-
JJAZ1) and PFHI1 gene rearrangements distinguish these
neoplasms from UTROSCT.”) Endometroid carcinoma
can present with sex-cord differentiation, but often areas
with the tumor’s morphology are present and there is a dif-
fuse expression with EMA and pancytokeratin and nega-
tivity with WT-1. Soft tissue sarcomas can appear in the
uterine wall as extra skeletal myxoid chondrosarcoma and

synovial sarcoma. The former can have similar histology to
UTROSCT, but they will not present with sex cord mark-
ers and the latter typically shows spindle cell appearance
and epithelioid differentiation. Synovial sarcomas also have
a negative expression of sex cord markers and a positive
expression of EMA, CK7, and Bcl2, which will help its dif-
ferentiation from UTROSCT.

There is no established treatment protocol or guidelines
for this diverse group of neoplasms. The main approach
is total hysterectomy with 96% disease-free survival rate
for a five-year period.'?) Despite that UTROSCT’s un-
predictable nature is associated with recurrence and me-
tastases to lymph nodes, peritoneum, ovaries, lung, liver,
and bones.3 A total of 11 cases of fertility-sparing sur-
gery have been reported with a mean age of the patients
of 28 years.!'*] All women were nulliparous - four of them
conceived spontaneously and one with IVF after minimal-
ly invasive tumor resection. Sato et al.l'!] reviewed 10 cas-
es of malignant UTROSCTs and found that patients who
underwent hysterectomy alone had a higher rate of recur-
rence. Therefore, extended radical surgery, including bilat-
eral adnexectomy, lymphadenectomy, and omentectomy,
may reduce the rate of recurrence in the more aggressive
cases.!!!! Although no effective chemotherapy regimen has
been defined, according to the literature, bleomycin, etopo-
side and cisplatin seem to be a choice for adjuvant treat-
ment.!'! High-dose progesterone therapy may be effective
for UTROSCTs which often exhibit diffuse positivity for
hormone receptor expression.!!*’

CONCLUSIONS

UTROSCT is a group of uterine neoplasms with unknown
histogenesis, which can present with a wide array of archi-
tectural patterns and immunohistochemical expressions.
The distinction between the two subtypes is fundamental
for optimal treatment. Therapeutic options are based on
the scarce available data in literature. Total hysterectomy
remains the recommended treatment procedure, with fer-
tility-sparing approach showing promising results in the
absence of extrauterine spread of the disease. Although
they have a benign clinical course, there are reported cas-
es of recurrence, local and distant metastasis, suggesting
the need for more radical surgical approach and long-term
follow-up.

Minimally invasive surgery is feasible, but additional
case reports and experience are required to establish treat-
ment guidelines.
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Pe3tome

Omyxonb MaTKy, MOJOOHASA OIMYXOJM IIOJIOBOTO TSDKA AMYHUKA, IPECTABIAET COOO0I PeKyIo IPYIIly HOBOOOPAa3OBaHMIT MATKH C
HEM3BECTHBIM IMCTOreHe30M U i depeHIPOBKOIl B CTOPOHY 9JIEMEHTOB IOJIOBOTO TsDKa ANYHMKA. OHU JOOpOKadecTBEHHbIE 110
CBOEIT IPUPOZIe C HUSKVM MOTEHIMAIOM 3JI0KaueCTBEHHOCTN. [{MarHo3 OCHOBBIBACTCA Ha MUMMYHOTMCTOXVMMM 1 MOPOTOTIYeCKIX
0COOEHHOCTSAX, @ OT/IMYNE OT APYIUX, 60JIee 3/I0KaUeCTBEHHBIX PAa3/INUMil IMeeT IIePBOCTENIeHHO® 3HaUeHMe LA IPaBIUIbHON NHIM-
BUJYa/IM3alM JIeYeHNA.

BonbHas 47 net mocTynuia B 60MbHNILY € >Kanobamyt Ha 60/u B XMBOTE 1 aHOMa/IbHbIE MaTOYHbIe KpoBoTedeHus:. Ilocmenyoiee 06-
Hapy>KeHJe MHOXKeCTBEHHOI MIOMBI MaTKJ C IIOMOIBIO Y/IbTPasBYKOBOTO MCC/IEOBAHMA U KOMIIBIOTEPHOJT TOMOTrpadui IPUBOINAT
K po60TU3MPOBAHHOI TOTAIBHON TMCTEPIKTOMUN. [MCTOMOTMYeCKIe CCTIeOBAHNA OKa3a/IM, YTO OffHa U3 MIOM MUOMETPHS MIMea
MOPOIOrNIo, HOJOOHYI0 OIYXOJIV TIOTIOBOTO TsXKa AMYHUKA, C HU3KOI npomdeparuBHoil akTBHOCTDIO Ki-67. Uepes 12 Mmecsnes
HaO/TIOfIeHNA JJOTIOTTHUTETbHOTO IeYeHN A He HOTPpe60BaIoCh, MPM3HAKOB PEIVINBA VIV IIPOTPECCUPOBAHMS He HAOMIOAIOCh.

Ol'[yXOIIb MaTKMH, 1'[0,1106Haﬂ OITYXOJIN IIO/IOBOI'O TsKa AMYHUKA, ABIAETCA pem(oﬁ TUHEKOJ/IOTUYeCKO OIIyXOJ/IbIO, 11 KOTOpOf/'[ HE Cy-
1IeCTBYET YCTAaHOBJIEHHOTO ITPOTOKO/IA JIEYE€HNIA. HMQ)d)epeHumauMﬂ I[O6pOKa‘IeCTBeHHOI‘O U 3IOKQYE€CTBEHHOI'O ITIOBEACHMA OCHOBAaHa
Ha CTPYKTYPHBIX 0COOEHHOCTAX U OILI€HKE I/IMMYHOFI/ICTOXI/IMI/I‘ICCKOI?I IKCIIpeCcCcun. 310 IIOAYEPKMBAET BaXKHOCTD MMMYHOI'ICTOXVIMMU -
YECKOI'0 OKpalllMBaHNA U MOPCI)OTIOI‘I/I‘IGCKOI‘O aHa/M3a /1A OIIpENE/IEHNA CTEIIEHN PaAVKa/IbHOCTI XVPYPIr4€CKOro BMemaTe/1bCTBa.
MuHUMaTbHO UHBA3UBHbI Ioaxo[ ocymecTBUM 1 6630HaC€H, HO /1A JIa}'IbHeIZU.II/IX BBIBOJJOB H606X0,[H/IMO 60JIbIIIE OIBITA.
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