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AN UNCOMMON CASE OF VULVAR CANCER METASTATIC 
TO BREAST
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Vulvar carcinoma corresponds to the fourth gynecological malignancy in incidence, with more than forty thousand new cases being 
estimated worldwide in 2020. It is a disease characterized by locoregional spread presenting high recurrence rates although distant 
metastases are an uncommon event. The purpose of this work is to describe the diagnosis, treatment, and clinical course of vulvar 
carcinoma in a patient who presented regional recurrences and late metastasis to the mammary gland. Vulvar cancer is a disease with 
a well-defined natural history; but with the advancement of therapeutic possibilities in recent years, it has been possible to improve 
the prognosis, reducing the chance of locoregional recurrence. Thus, the possibility of distance recurrence must be remembered 
in inpatient follow-up with locally advanced vulvar carcinoma, even if atypically, as in the case reported.
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The vulvar carcinoma is an uncommon malignant 
neoplastic disease compared to the group of neoplasms 
prevalent in females. It occupies the fourth position for 
incidence among the most prevalent gynecological can-
cers and comprises around 5% of female genital tract 
cancers. Among the histological subtypes of this neo-
plasia, more than 90% are squamous cell carcinoma, 
followed by melanoma and basal cell carcinoma [1, 2].

Two hypotheses of carcinogenesis have been 
described in cases of vulvar squamous cell carci-
noma (VCC): one related to human papillomavirus 
and another resulting from the evolution of chronic 
inflammatory skin diseases in the vulvar region, such 
as sclerous lichen  [3]. Risk factors such as smok-
ing, multiple sexual partners, common warts, and 
metabolic syndrome can contribute to the two forms 
of pathophysiology [4].

VCC has a natural history of locoregional involve-
ment, which, depending on the size of the primary le-
sion, may have metastases in regional inguinofemoral 
and/or pelvic lymph nodes. Despite the treatment 
available, locoregional recurrence rates range from 
12% to 37%  [5]. Distant metastases are rare, and 
when they do occur, they usually compromise organs 
such as the lungs, pleura, and liver  [6]. Metastasis 
to the mammary gland, and sequentially to axillary 
lymph nodes, is a rare evolution with few documented 
cases  [7, 8]. For patients with stages I and II VCC, 
there is a 90% five-year survival rate. However, in the 
presence of locoregional metastases, average survival 
increases to 40% [9].

The purpose of this report is to describe the 
diagnosis, the treatment, and the clinical evolution 
of a VCC in a patient, who presented metastases 
in the mammary gland, after 10 years of oncological 
follow-up. This report is part of the research project 
entitled “Clinical Case Reports in Oncology”; and was 
approved by the Research Ethics Committee of the 

Universidade Federal da Fronteira Sul — UFFS (CAAE 
31359820.2.0000.5564).

Case presentation
A 74-year-old white caucasian female patient 

is referred for surgical treatment of a VCC diagnosed 
by a recent incisional biopsy. The primary vulvar le-
sion was a poorly defined erythematous plaque, 
2 cm in diameter and with a small central ulcer-
ated area on a small left vulvar labium, without the 
involvement of the clitoris. She had palpable lymph 
nodes  ± 1 cm in diameter, hardened, mobile, and 
delimited in both inguinal regions. Staging exams 
were carried out that did not show signs of impairment 
of the disease at a distance. She was then submitted 
to a modified radical vulvectomy (left hemivulvectomy 
with preservation of the clitoris) with resection mar-
gins of 1.5 cm from the visible lesion including deep 
tissues down to the deep perineal fascia followed 
by bilateral inguinal lymphadenectomy. Both surgical 
procedures were performed with an interval of 20 days. 
The pathological stage of the disease was defined 
as pT1bpN2bM0 — IIIB. Thus, adjuvant treatment was 
proposed concomitant with chemotherapy (cisplatin) 
and radiotherapy of the vulvar region and inguinal and 
pelvic lymph node chains (55.80 Gy/31 fractions). 
In the seventh year of oncological follow-up, a recur-
rence in the skin of the left vulvar area was diagnosed. 
She then underwent a new surgical resection and the 
anatomopathological examination described a squa-
mous cell carcinoma of 2.4 cm in diameter with nega-
tive resection margins. The patient was not submitted 
to adjuvant treatment. Two years later, that is, in the 
ninth year of follow-up, she was diagnosed with a new 
VCC recurrence, now on the left vaginal wall. Magnetic 
resonance imaging of the pelvis described a neoplastic 
lesion in the vaginal wall involving the rectal wall and 
the lower region of the bladder. In the other staging 
exams, no distant metastatic lesions were found. The 
patient was then submitted to a monobloc resection 
of pelvic organs (pelvic exenteration including vagina, 
bladder, urethra, rectum, uterus, and appendages), 
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with the reconstruction of urethral and intestinal 
transit at the same surgical time. Histopathologi-
cal examination of the surgical specimen described 
a moderately differentiated carcinoma, infiltrating the 
vulvar and vaginal walls, circumferentially, from the 
uterine cervix to the isthmus and the anterior rectal 
wall to the chorion — sparing the uterine body, also 
verified in macroscopic examination (Fig. 1). The pa-
tient remained asymptomatic for twelve more months 
(tenth year of follow-up), she returned with a complaint 
of a nodule in the right breast. Upon physical examina
tion, a mass was observed at the junction of the 
lateral quadrants of the breast, measuring ± 3.5 cm, 
with associated inflammatory signs and imprecise 
limits, which presented, in the central region, a fis-

tulous orifice through which necrotic material would 
exude (Fig. 2). It was possible to observe a dense, 
rounded, partially delimited lesion on the mammog-
raphy. From the core biopsy of the lesion, and in the 
histology, it was possible to characterize a moderately 
differentiated squamous cell carcinoma (Fig. 3). Ac-
cording to the previous clinical history, it was consid-
ered to be a distant recurrence of VCC. The patient 
underwent quadrantectomy with ipsilateral axillary 
lymphadenectomy and reconstruction with a lateral 
thoracic flap. The anatomopathological examination 
of the breast lesion confirmed the diagnosis of the 
previous biopsy, where the lesion showed invasion 
into the underlying muscle tissue and the resection 
margins were free of the neoplasm. Four of the four-
teen isolated axillary lymph nodes had metastases, but 
with no invasion of perinodal soft tissues. Two months 
after the procedure, new lesions were observed in the 
thoracic wall, in addition to metastases to both lungs. 
The patient deceased in 6 months without a response 
to the systemic treatment employed.

Discussion
Vulvar cancer corresponds to 4% of gynecological 

neoplasms worldwide, with 65% of the cases occurring 
in developed countries [9]. Tobacco exposure, mul-
tiple partners, venereal warts, and a history of cervical 
cytology with cervical intraepithelial neoplasms lead 
to a predisposition of increased risk of VCC [10]. The 
prevalence of human papillomavirus associated with 
VCC varies from 10 to 70% in different studies [3, 4, 

Fig. 2. Clinical aspect of carcinoma metastasis from the vulva 
to the right mammary gland

Fig. 3. Histological aspect of breast metastasis from moderately 
differentiated squamous cell carcinoma (H&E, × 400). Neoplasm 
is formed by epithelioid cells, rounded, with ample eosinophilic 
and homogeneous cytoplasm and round/ovoid nuclei, with 
increased nucleus/cytoplasm ratio. The figures of typical and 
atypical (arrow) mitoses are present

Fig. 1. Macroscopy  — longitudinal section of the surgical 
specimen, product of the pelvic exenteration. L — small and large 
straight lips; B — bladder; V — vaginal cavity; N — recurrence 
of the neoplasm; R — straight; U — uterus
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9].  Clinically, most patients have an erythematous 
plaque skin lesion, badly delimited, with or without 
associated ulceration; or a nodular or warty unifocal 
tumor mass. They usually originate in the region of the 
labia major, followed by the area of the labia minora, 
the perineum, and the clitoris [3]. The primary lesion 
can be multifocal in up to 5% of cases, and synchro-
nously there may be palpable ipsilateral regional lymph 
nodes due to metastatic neoplasia. The diagnosis 
is determined by anatomopathological analysis and 
any suspected vulvar lesion will require biopsy [4, 5].

Most patients present with localized disease (60%), 
that is, without metastatic involvement (regional or dis-
tant), followed by patients with lymph node involve-
ment (30%) or at a distance (10%). The primary VCC 
lesion in the reported patient was classified as IIIB; that 
is, the neoplasia had a lesion with a 2 cm extension but 
had more than two lymph nodes with macrometasta-
ses [8, 9]. Patients with VCC of up to 2 cm in diameter 
and up to 1 mm of stromal invasion do not require 
lymph node resection. They can be treated only with 
local resection of the lesion, considering free margins 
of at least 1.5 cm [10]. For carriers of lesions larger 
than 2 cm and who do not have suspicious lymph 
nodes for metastatic impairment (physical examination 
and imaging tests), sentinel lymph node biopsy may 
be chosen. It is a technique that can be performed 
at the same surgical time as the treatment of the pri-
mary vulvar lesion [10, 11].

Block resections of the vulvar tumor concomitantly 
with the complete bilateral inguinofemoral lymph-
adenectomy has been an increasingly less used 
strategy, due to high morbidity. Currently, excision 
of the vulvar tumor and lymphadenectomy through 
incision is recommended and at different surgical 
times [12], thus avoiding complications with recur-
rent seromas, infection, suture dehiscence, or lower 
limb lymphedema  [11, 12]. In the case described, 
although submitted to resection with wide margins, 
the patient presented two loco-regional recurrences, 
probably related to a focus of multifocal neoplasia. 
In both situations, it was possible to perform resec-
tion of recurrences with free margins (R0) [12, 13]. 
The patient did not indicate a sentinel lymph node 
biopsy for she presented suspicious lymph nodes 
of neoplastic impairment upon physical examina-
tion. Complete bilateral inguinal lymphadenectomy 
was performed 20 days after excision of the primary 
lesion, which may have contributed to no associated 
postoperative complications.

Distant VCC metastases are rare events, occurring 
in 8% to 12% of patients. The liver and the lungs are 
the most frequent sites of metastatic VCC involvement, 
and the average time for the appearance of distant 
metastasis is 13.4 months of follow-up. Most patients 
(around 60%) have one or more local recurrences 
before spreading from a distance [14]. This chrono
logy of events was also observed in the reported case, 
in which there were two episodes of local recurrences 

before the manifestation of metastasis to the mam-
mary gland.

Metastases to the mammary gland are also un-
common, representing 0.5% to 2% of malignant le-
sions of the breast, being the ones, most often exhib-
iting breast metastases include melanomas, lympho-
mas, ovarian cancer, lung tumors, neuroendocrine, 
and sarcomas [15–18]. Unlike primary carcinomas, 
breast metastases, in most cases, do not have spicu-
lated margins, skin, or nipple retraction due to the 
absence of a desmoplastic reaction [19, 20]. On the 
mammography, skin thickening, irregular opacities, 
and oval radiopaque lesions with irregular margins 
are observed. Architectural deformities or micro-
calcifications are uncommon  [21]. Primary breast 
squamous cell carcinoma is also a rare event. To de-
fine that it is primarily in the breast, the predominant 
type of cell must be squamous cell (more than 90% 
of the neoplastic area), that the lesion has no relation 
to the overlying skin, and that there is no evidence 
of primary carcinoma localization in other anatomi-
cal sites [22]. In the reported case, after diagnostic 
confirmation by histology, it was necessary to know 
whether it was a primary or metastatic neoplasm 
in the breast. Due to the previous history of VCC 
with the same histopathological characteristics, 
it was considered to be a distant metastasis of vulvar 
neoplasia.

Despite recent advances in treatment, VCC in ad-
vanced stages (lymphatic involvement, local recur-
rences, and distant metastases) has a poor prognosis. 
In the United States, the median survival for patients 
with VCC in five years is 71%. However, these figu
res vary according to the stage of the disease. For 
the local disease, the median 5-year life extension 
is 86%, dropping to 53% with lymphatic involvement. 
Overall, the five-year survival rate for recurrent VCC 
is 25% to 50% compared to 50% to 90% for patients 
with no history of recurrence [18, 23]. The prognosis 
is influenced by the location of the recurrence and 
the time interval between the initial diagnosis and the 
recurrent disease. Studies show a five-year survival 
after diagnosis of recurrence of 53%, when it is local 
and early (< 24 months after primary treatment), com-
pared to 76% for patients with late local recurrence 
(> 24 months after primary treatment). Patients with 
distant recurrent VCC have five-year survival rates 
arriving at only 10% [23, 24].

Conclusion. VCC is a disease with a well-defined 
natural history characterized as a locoregional aggres-
sive behavior malignant disease, which compromises 
the quality of life and can result in the patient’s death. 
The distant manifestation of the disease is an uncom-
mon event and usually occurs within the first years 
of follow-up. The patient reported here presented 
recurrences, both locoregional and distance, in a late 
manner. The fact of having been control of pelvic 
disease resulted in a greater time of disease-free 
survival. Thus, the possibility of distance recurrence 
must be remembered in the oncological follow-
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up of patients with locally advanced VCC, even after 
the usual five years of cancer follow-up. One should 
also consider the patient’s complete clinical radio-
logical evaluation due to the possibility that metastasis 
to an unusual anatomical site may occur.
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НЕЗВИЧАЙНИЙ ВИПАДОК РАКУ ВУЛЬВИ 
З МЕТАСТАЗАМИ В МОЛОЧНУ ЗАЛОЗУ

М. Морено*, Г.Н. Матчінський, І.Чарнобай, А. де Олівейра, 
Т.Ц. Бофф

Інститут/Федеральний університет Фронтейри Сул, Чапеко, 
Санта-Катаріна 89815899, Бразилія

Карцинома вульви є четвертим за  поширеністю гінеколо-
гічним злоякісним новоутворенням. За  попередніми оцін-
ками, у 2020 р. у всьому світі буде зареєстровано понад 40 
тис. нових випадків. Це захворювання характеризується 
локорегіональним поширенням з високою частотою реци-
дивів, при цьому віддалені метастази є рідкісним явищем. 
Метою даної роботи є опис діагностики, лікування та клініч-
ного перебігу карциноми вульви у пацієнтки, у якої спосте-
рігалися регіонарні рецидиви та пізні метастази в молочну 
залозу. Рак вульви — це захворювання з чітко визначеним 
перебігом, але з  розвитком терапевтичних можливостей 
в  останні роки стало можливим покращити прогноз, зни-
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