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ABSTRACT

Epithelioid sarcoma (ES) is an extremely rare disease that, according to morphological data, can be divided into proximal and distal types. The
proximal type of ES (PES) of the vulva arises from the superficial and deep layers of the external genital organs, manifests as single or multiple
soft tissue tumor nodules with areas of necrosis and hemorrhage, is characterized by aggressive behavior, and has an unfavorable prognosis due
to its high tendency for local recurrence and hematogenous metastasis. Differential diagnosis is performed with various benign and malignant
neoplasms, cysts or abscesses of the Bartholin gland, and inguinal and femoral hernias. The final diagnosis and histological type of the tumor
are established based on morphological, immunohistochemical, and molecular genetic studies. PES is characterized by solid tumor growth
composed of large and pleomorphic epithelioid cells with large vesicular nuclei and distinct eosinophilic nucleoli. Immunohistochemically, loss
of SMARCB1 (INI1, BAF47) expression is observed, along with positive expression of EMA, vimentin, and cytokeratins; a positive reaction for
CD34 staining is often noted in the absence of expression of other endothelial markers such as CD31 and FLI-1. The clinical presentation and
disease characteristics may suggest PES and justify the expansion of the immunohistochemical marker panel. Timely and accurate detection
of this tumour plays a key role in improving treatment outcomes, enhancing patients’ quality of life, and reducing mortality. However, due to its
rarity, PES of the vulva presents objective diagnostic difficulties in both clinical and morphological aspects. Surgical intervention remains the
main method of treatment for this pathology, and to date, there are no clearly established recommendations regarding the optimal management
strategy for patients with PES of the vulva. This paper presents a clinical case of a 65-year-old patient whose atypical clinical presentation of
recurrent vulvar tumor served as the basis for expanding the panel of immunohistochemical markers, which allowed for the diagnosis of PES

of the vulva.
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PE3IOME

AnuTenmonaHas capkoma (3C) ABnseTcs KpaiiHe pefKuM 3a6oseBaHUEM, B COOTBETCTBUM C MOP(ONOrUYECKUMU AaHHBIMU MOXET BbiTb
pasfeneHa Ha NPOKCUMalbHbIV M AUCTaNbHbIV TUM. MpokcuManbHbii Tvn 3C (MIC) BYNbBbI BO3HUKAET U3 MOBEPXHOCTHbIX U FTyGOKKUX CI0EB
Hapy>XHbIX MOJSIOBbIX OPraHOB, NPOSIBNSETCS OANHOYHBIMU U MHOXECTBEHHbBIMW OMYX0J1EBbIMU Y3N1aMU MAFKWUX TKaHeW C yHacTKaMu HeKpo-
3a U KPOBOW3MIMSIHWSA, OT/INYAETCA arPeCCUBHbIM Te4EHUEM M UMeeT He61aronpUATHLINA NPOrHO3, 06YCIOBIIEHHbI BbICOKOW CKJIOHHOCTbIO
K PasBUTMIO MECTHbIX PELIMAMBOB U reMaToreHHbIx MeTacTasoB. [nddepeHLnanbHblii AUarH03 NPOBOAUTCS C PasIMyHbIMU JO6POKaYECTBEH-
HbIMU 1 3/10Ka4€CTBEHHbIMWU HOBOOGPA30BaHWSIMU, KUCTON UM abCLLECCOM 6apTONMHOBOIA XKeresbl, NaxoBbIMU U 6eAPEHHBIMU IPbKaMu.
OKOHYaTenNbHbI ANarHo3 v rmcToNOrMYecKuin TUN onyxonun ycTaHaBNMBaeTCA Ha OCHOBaHUM MOPHONOrMYeCKOro, UMMYHOTMCTOXMMUYECKOrO
1 MONeKyNAPHO-TeHeTUYECKOro nccneaosaxmii. [na NM3C xapakTepeH CONMAHbBINA POCT ONYXON U3 KPYMHbIX U N1€OMOPOHbIX 3NUTeNnona-
HbIX KNETOK C KPYMHbIMU BE3UKYNIAPHBIMU SAPAMU 1 NIEFKO PasinyMMbIMU 903UHODUIIbHBIMU SIAPLILLKAMU, MTPU UMMYHOTUCTOXMMUYECKOM
uccneaoBaHuy oTMedaetcs noteps akcnpeccun SMARCB1 (INI1, BAF47), a Takke No3uTuBHas akcripeccusi EMA, BUMEHTMHA U KepaTuHOB,
HepeaKo HabnofaeTCcs NoNOXMUTENbHAsA peakLus Ha okpalunBaHue CD34 npu oTCyTCTBUM 3KCNPECCUM APYrUX MapKepoB dHAOTENNS, TaKuUX
kak CD31 u FLI-1. KnuHnyeckas KapTMHa U 0CO6eHHOCTU TeYeHWsi 3a601eBaHuUs NO3BONSIOT 3anoAo3puTb MAC 1 paclumMpuTb NaHenb UMMy-
HOMMCTOXMMUYECKNX MapkepoB. CBOeBPEMEHHOE 1 TOYHOE BbisiBNIeHMe AaHHOI OMyXONN UrpaeT K/OYEBYHO POSb B y/y4LleHUW pe3ynbTaToB
NlevyeHus, MoBbILIEHNN Ka4ecTBa XWN3HMU MaLMEHTOB N CHUXXEHWUN YPOBHSA CMepTHOCTW. OfiHaKo 13-3a cBoeit peakocTu npu M3C ByNbBbl UMEOT
MECTO 06bEKTUBHbIE MAarHOCTUYECKMUE TPYAHOCTU B KIIMHUYECKMX U MOPdONornyeckux acnektax. Xmpypriuyeckoe BMeLLaTeIbCTBO OCTa-
eTCA rNaBHbIM METOA0M JIeYeHUs 3TOMN NaTONOrUK, U A0 HACTOALLLEr0 BPEMEHMN HET YeTKO YCTaHOBJ/IEHHbIX PpeKOMEeHAALIMIA MO ONTUMasbHOM
TaKTUKMU NedeHuns 6onbHbIx ¢ MIC ByNbBbI. B AaHHO paboTe NpeAcTaBneH KIIMHUYECKHUiA Crlydaii neyeHust 65-neTHein naumneHTKM, y KoTopoin
HeTUNUYHaa KNIMHUYEeCKas KapTuHa Npu peumanse onyxonn By/ibBbl SBUNACh OCHOBaHUEM AN1A paclUMpeHnst MPUMEHSAEMbIX AN UMMYHOTM -
CTOXMMUWYECKOro UCCNef0BaHNA MapKepoB, MO3BOMBLLENO AuarHocTuposaTb M3C BynbBbI.

KniouyeBble cnoBa: By/1bBa, CapKoMa, MPOoKCHMMasibHasa anuTeinonaHaa capkoma, MMMYHOrMCTOXMMUYECKOE UccneaoBaHune, Xupypruye-
CKoOe neyeHune
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BACKGROUND

Vulvar sarcomas are rare malignant mesenchy-
mal tumors characterized by rapid growth, necrotic
changes, and a high potential for hematogenous
metastasis. According to various authors, sarco-
mas account for no more than 1-3 % of malignant
vulvar neoplasms [1, 2]. Epithelioid sarcoma (ES) is
one of the rarest types of vulvar sarcomas and is
characterized by aggressive clinical behavior. Ac-
cording to morphological data, ES can be divided
into proximal and distal types. This article describes
a rare clinical case of proximal epithelioid sarcoma
(PES) of the vulva, the clinical course and treatment
approaches of which remain insufficiently studied
due to the small number of reported cases and the
short follow-up period [3, 4].

Description of the clinical case

A clinical case of PES of the vulva in patient
S., born in 1959, who underwent treatment at the
N. N. Blokhin National Medical Research Center
of Oncology. The analysis included data from the
medical history, physical examination, laboratory
and instrumental studies, morphological and immu-
nohistochemical findings, and long-term treatment
outcomes.

The patient presented to the outpatient depart-
ment of the N. N. Blokhin National Medical Research
Center of Oncology in May 2019 with complaints
of a mass in the vulvar region. According to the
anamnesis, in March 2019 the patient noticed an
induration in the area of the left labium majus. At

a local medical institution, a fine-needle biopsy was
performed, and the cytological picture was interpret-
ed as adenocarcinoma with areas of squamous cell
carcinoma. Upon review of the cytological slides at
the N. N. Blokhin National Medical Research Center
of Oncology, the observed changes were interpreted
as melanoma. The patient reported no family his-
tory of cancer, menopause since age 52, and two
pregnancies in the anamnesis: one full-term delivery
and one medical abortion. On physical examination,
a painless, mobile, firm-elastic tumor measuring up
to 2 cm in diameter was detected, localized in the
middle third of the left labium majus.

According to the decision of the oncological coun-
cil, the patient was hospitalized in the Department
of Oncogynecology of the N. N. Blokhin National
Medical Research Center of Oncology for surgical
treatment. In June 2019, surgical intervention was
performed — wide local excision of the vulvar tumor
in the form of a left-sided hemivulvectomy and senti-
nel lymph node biopsy using a radioisotope method.

Macroscopically, the tumor appeared as a mass
measuring 2.5 x 2 x 1.5 cm, consisting of confluent
nodules of pinkish-gray and yellowish-gray color, soft
to firm-elastic in consistency, with whitish fibrous
strands. Microscopically, the tumor consisted of sol-
id proliferations of large polymorphic epithelioid cells
(Fig. 1), consistent with the structure of melanoma.

Simultaneously with the removal of the vulvar tu-
mor, bilateral excision of the sentinel lymph nodes
was performed. To exclude metastatic involvement
of the latter, immunohistochemical (IHC) analysis
with Melan A, HMBA45, and tyrosinase was carried

Fig. 1. Pleomorphic epithelioid tumor
cells with eosinophilic cytoplasm and
enlarged vesicular nuclei with prominent
nucleoli (H&E, x40)
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out. No expression of the above-mentioned markers
was detected.

Thus, the diagnosis of vulvar melanoma without
metastatic involvement of the sentinel lymph nodes
was established. Considering the localized nature
of the tumor, it was decided to carry out close dy-
namic follow-up, including quarterly examinations,

Fig. 2. Recurrent vulvar tumor

ultrasound/MRI/CT of the pelvic organs, abdominal
cavity, and chest with intravenous contrast enhance-
ment, or whole-body PET-CT.

In August 2020, the patient noticed the appear-
ance of a nodular mass in the projection of the
postoperative scar of the perineal soft tissues. The
oncologist at her place of residence referred her for
consultation to the N. N. Blokhin National Medical
Research Center of Oncology; however, due to the
development of coronavirus pneumonia, the patient
sought medical attention only in November 2020.

During gynecological examination, deformation
of the external genital organs was observed due to
the presence of a mass within the soft tissues of the
left side of the vulva, of firm consistency, with limited
mobility, measuring up to 12 cm in diameter. The skin
over the mass was unchanged, and it appeared that
the tumor was not associated with the surgical scar
(Fig. 2). Examination with vaginal specula was not
possible due to compression of the vaginal introitus
by the tumor. On palpation, no infiltration of the rec-
tovaginal septum was detected; the rectal mucosa
in the projection of the tumor appeared unchanged,
and no enlargement or change in the consistency of
the inguinal lymph nodes was noted.

According to ultrasound examination of the per-
ineal soft tissues, a lesion with clear, smooth bor-
ders and blood flow was visualized within the left
labium majus, measuring 11 x 6 cm. MRI of the
pelvic organs with contrast enhancement revealed
a multinodular lesion of heterogeneous structure

Fig. 3. MRI of the pelvic organs with intravenous contrast enhancement in three projections (A, B, C): a multinodular lesion of
heterogeneous structure was detected in the left labium majus (indicated by arrows), measuring up to 55 x 78 x 99 mm, adjacent to
the left puborectal muscle and the distal part of the urethra without signs of its invasion.
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with well-defined contours, overall dimensions up to
55 x 78 x 99 mm, showing restricted diffusion and
active heterogeneous contrast accumulation. The
lesion was adjacent to the left puborectal muscle
with suspected invasion, to the distal portion of the
urethra without signs of invasion, and displaced and
deformed the lower third of the vagina without clear
evidence of invasion. The pelvic and inguinal lymph
nodes were not altered (Fig. 3).

A core biopsy of the vulvar tumor was performed.
Histological examination revealed an epithelioid cell
tumor, which did not contradict the diagnosis of re-
current epithelioid cell melanoma. However, taking
into account the nature of the disease course and
the clinical presentation of a mesenchymal tumor
without epidermal involvement, additional immuno-
histochemical (IHC) analysis was performed on the
material from the primary tumor using the following
markers: S100, HMB45, synaptophysin, chromogr-
anin A, SOX10, CK18, panCK, MelanA, CK7, CD34,
BerEP4, Ki67, vimentin, CK20, CD31, desmin, EMA,
and FVIIL.

Tumor cells showed diffuse and strong expression
of vimentin, CD34, and EMA; weak focal expression
of CD31, chromogranin A, CK18, panCK, and Melan A.
No expression of S100, HMB45, synaptophysin,
S0X10, CK7, BerEP4, CK20, FVIII, or desmin was de-

tected in tumor cells. The proliferation index (Ki67)
was 24 %. IHC staining with the INIT marker was
not performed at the N. N. Blokhin National Medical
Research Center of Oncology laboratory at that time
due to technical reasons. However, the co-expres-
sion of vimentin, CD34, and EMA, combined with the
absence of diagnostically significant expression of
markers characteristic of other malignant neoplasms
with similar histological structure, allowed the pre-
sented morphoimmunophenotype of tumor cells to
be interpreted as most consistent with PES.

Comprehensive examination of the patient, in-
cluding PET-CT, revealed no evidence of regional or
distant metastases. Discussion at the oncological
multidisciplinary council concluded that, given the
local spread of the recurrent tumor, its histological
type, and locally aggressive behavior, surgical treat-
ment with a wider margin from the visible tumor
boundary was indicated. In December 2020, exci-
sion of the recurrent tumor was performed within
visually healthy tissues, with a planned margin of at
least 2 cm (Fig. 4). The procedure was completed
by excision of the labia on the contralateral side to
correct the pronounced postoperative deformation
of the vulvar region.

The surgical specimen consisted of a fragment
of the vulva with adjacent soft tissues measuring

Fig. 4. Gross specimen: A — excised recurrent vulvar tumor; B — tumor on section.

79



South Russian Journal of Cancer 2025. Vol. 6, No. 4. P. 75-83

Knyazev R. .=, Magomedova G. M., Khvan 0. T, Shevchuk A. S. Proximal epithelioid sarcoma of the vulva

14 x 14.5 x 8.0 cm in total. Within the soft tissues,
a subepidermally located tumor nodule measuring
10.5 x 6 x 6.5 cm was identified, with rounded and
relatively well-defined borders, composed of conflu-
ent lobules of grayish-brown tissue with yellowish
streaks and firm-elastic consistency. Microscopically,
the tumor was composed of confluent nodules of
large epithelioid cells separated by fibrous septa
with marked lymphocytic infiltration. Foci of necrosis
were observed both in the center and at the periphery
of the lobular structures. Mitotic activity reached
20 f.m./10 HPF. The tumor invaded the reticular der-
mis but showed no invasion of the epidermis and no
signs of angiolymphatic or perineural invasion. The
morphological pattern was consistent with recurrent
PES. No tumor growth was detected at any of the
lateral resection margins of the vulva or at the deep
margin in the subcutaneous tissue.

Considering the results of the pathological ex-
amination of the surgical specimen, the clinical
course of the disease, and the absence of evidence
of metastatic lesions based on PET-CT findings, the
oncological multidisciplinary board decided to con-
tinue patient follow-up under the supervision of an
oncologist at her place of residence. In December
2023, ultrasound examination revealed a cystic le-
sion up to 0.5 cm in diameter within the soft tissues
in the projection of the left gluteal region. Cytolog-
ical examination of the aspirate showed no tumor
elements. PET-CT with 18F-FDG detected no foci of
metabolically active tumor tissue. At present, the
patient remains under observation with no signs of
recurrence or disease progression.

DISCUSSION

According to the World Health Organization (WHO,
2020) histological classification of tumors, vulvar sar-
comas comprise a heterogeneous group of malignant
neoplasms differing in clinical course, histological,
and immunohistochemical profiles. These include
alveolar soft part sarcoma, rhabdomyosarcoma,
epithelioid sarcoma, leiomyosarcoma, liposarcoma,
dermatofibrosarcoma protuberans, and others [5, 6].

ES is an extremely rare malignant soft tissue tu-
mor with aggressive behavior, which can be divided

80

into proximal and distal types. The proximal type of
ES (PES) more commonly occurs in the trunk and
pubic area, whereas the distal type typically arises
in the upper and lower extremities [7]. PES of the
vulva may originate from both superficial and deep
tissues, presenting as single or multiple nodules with
foci of necrosis and hemorrhage. PES of the vulva
is considered a more aggressive form [8]; however,
the clinical course of vulvar ES remains poorly un-
derstood due to the small number of reported cases
and short follow-up periods.

This tumor shares numerous clinical and morpho-
logical features with various benign and malignant
lesions, including granuloma annulare, melanoma,
and epithelioid vascular neoplasms, and may be
clinically misdiagnosed as a benign lesion such as
a Bartholin gland cyst or abscess, inguinal or femoral
hernia, or other benign and malignant soft tissue
tumors [9, 10]. In particular, in the present case, the
primary tumor was initially interpreted as melanoma,
and the clinical presentation did not contradict that
diagnosis.

The final diagnosis relies exclusively on patho-
morphological examination. PES is characterized by
solid growth of large and sometimes pleomorphic
epithelioid (carcinoma-like) cells with large vesicu-
lar nuclei and distinct eosinophilic nucleoli. Patchy
areas of necrosis are often present, but unlike the
distal subtype, PES does not form the characteristic
pseudogranulomatous pattern. In the distal type,
cells show less nuclear atypia, although they may
appear more pleomorphic in recurrent or metastatic
lesions [11, 12]. Cells with rhabdoid features can
occur in both forms but are more frequently seen in
the proximal subtype. Immunohistochemical (IHC)
analysis serves as a critical tool in the differential
diagnosis of ES, with diffuse loss of SMARCB1 (INI1,
BAF47) expression and positive co-expression of
vimentin, EMA, and cytokeratins being the key diag-
nostic markers [13]. In a study by Guillou L. et al,,
more than half of ES cases showed positive staining
for CD34 [14], whereas other endothelial markers,
such as CD31 and FLI-1, are usually negative [15, 16).

The choice of IHC markers for diagnosis may be
of crucial importance. When planning IHC testing,
it is essential to consider the clinical presentation
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and features of the disease course, which can help
expand the marker panel used. In the present clinical
case, the atypical appearance of the recurrent lesion,
its localization, and the timing of its development af-
ter initial treatment prompted the use of an expanded
panel of IHC markers, which ultimately allowed for
the correct diagnosis.

Cytogenetic studies have revealed chromosomal
abnormalities involving the long arm of chromosome
22 in patients with PES, demonstrating inactivation
of the tumor suppressor gene SMARCB1/INI1 locat-
ed at 22q[17, 18].

Chokoeva A. et al. reported that among vulvar
sarcomas, ES showed the most aggressive course,
while liposarcomas had the most favorable progno-
sis [19]. According to several studies, unfavorable
prognostic factors for ES include primary tumor
size greater than 2 cm, deep location, presence of
necrosis, high-grade histology, vascular and lympho-
vascular invasion, early metastasis, and non-radical
surgical excision [7, 20, 21]. In a study by Lee N. et al.
(2006), an elevated serum CA-125 level was iden-
tified as a potentially useful tumor marker for the
diagnosis and clinical monitoring of ES [22].

The poor prognosis of patients with vulvar PES is
associated with a high tendency for local recurrence,
lymph node, and/or distant metastasis. Unlike most
other malignant mesenchymal tumors, vulvar ES can
also spread via lymphatic and implantation routes to
noncontiguous areas of skin, underlying soft tissues,
fascia, and bone, which necessitates wider surgical
excision [23, 24].

According to a clinical study by Ulutin H. et al.,
wide excision in the form of vulvectomy prevented
local recurrence even without adjuvant therapy. The
authors demonstrated that vulvectomy with a wide
margin from the visible tumor border provides excel-

lent local control of vulvar ES [25]. However, many
authors prefer wide local excision over radical vul-
vectomy. In a study by Curtin J. et al., only one of
seven patients developed local recurrence after sur-
gery alone. Thus, wide excision with a margin of at
least 2 cm from the visible tumor border should be
performed, as the width of negative resection mar-
gins is a major factor influencing local recurrence
risk [26, 27]. In the presented clinical case, timely
diagnosis of vulvar PES might have allowed for
a wider surgical margin during the initial operation,
potentially preventing disease recurrence.

Dash B. et al. demonstrated that wide excision
remains the preferred treatment for localized PES,
while radiotherapy and chemotherapy may be used in
unresectable or metastatic forms; however, their role
in the adjuvant setting has not been established [28].

Thus, PES represents a pathology associated with
objective diagnostic difficulties in both clinical and
pathomorphological aspects, which leads to a high
rate of diagnostic errors and delays in establishing
the correct diagnosis.

CONCLUSION

PES of the vulva is characterized by an aggres-
sive clinical course, necessitating a comprehensive
approach to the diagnosis and treatment of this dis-
ease. Understanding the morphological, molecular-
genetic, and clinical features of vulvar PES contrib-
utes to the development of effective therapeutic
strategies and improvement of patient prognosis.
The presented clinical case clearly demonstrates
the importance of timely diagnosis of PES, including
immunohistochemical examination, which made it
possible to establish the correct diagnosis and plan
appropriate treatment.
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