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SUMMARY
Malignant melanoma (MM), an invasive and aggressive cancer of the skin, causes distressing mortality and morbidity
than other cancers. Gynaecological tract primary melanomas include a class of disorders that develop from melanocytes
existing in the epithelium of the genital mucosa. Melanoma affects mucosal sites (such as vulva) as well as cutaneous
part of the skin. The vulva includes both cutaneous and mucosal skin, and involves clitoris, labia minora/majora, the mons
pubis, and the openings of the urethra and vagina. Herein, we aimed to present two cases with two different extreme
presentations of vulvar MM, and subsequent treatments we intended to perform.
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INTRODUCTION

Malignant melanoma (MM), an invasive and
aggressive cancer of the skin, causes distressing
mortality and morbidity than other cancers.
Gynaecological tract primary melanomas include a
class of disorders that develop from melanocytes
existing in the epithelium of the genital mucosa.
They are infrequent, reporting almost 1% of all
melanomas ®. Regardless of existing particularly
infrequent in the cervix and the vagina, it is the
second utmost communal vulvar malignancy 2.

Vulvar melanoma has an incidence of less than 0.2
per 100 000 women per year, is approximately 10%
of cancer of the vulva, and is the most common
melanoma of the gynaecological tract 3.

Melanoma affects mucosal sites (such as vulva) as
well as cutaneous part of the skin. The vulva
includes both cutaneous and mucosal skin, and
involves clitoris, labia minora/majora, the mons
pubis, and the openings of the urethra and vagina.
Squamous cell carcinoma of the vulva is the
commonest vulvar malignancy followed by vulvar




MM 4. MM of the vulva has a particularly poor
prognosis with 8 to 61% of 5-year survival rates*.
Although the area of the vulva is 1-2% of whole
body, approximately 3-7% of the female
melanomas involve the vulva 3.

We aimed to present two cases with two different
extreme presentations of wvulvar MM, and
subsequent treatments we intended to perform.

CASE REPORT
Case 1l

An 81-year-old G9P4A5 postmenopausal female
patient admitted to the outpatient clinic of
gynecological oncology with vulvar pain, and a
palpable mass appeared for two months on the
vulvar region in December 2016 (Figure 1). Her
medical history revealed Parkinson disease for
five, and bullous pemphigoid disease for two years.
On her gynecologic examination a fragile, painful
pink-white colored mass primarily originated from
the left labium minus, and invaded the lateral wall
of the vagina which easily bled on palpation was
detected. On the left inguinal region, a palpable and
fixed nodule measuring nearly 2 cm was detected.
Vulvar punch biopsy material was obtained for
histological diagnosis. Histology of vulvar biopsy
material was reported as consistent with MM.
Immunohistochemical evaluation revealed positive
staining with Melan A, and HMB-45, and the
material did not stain with Synaptophysin, CD 56,
Chromogranin, CK 5/6, CD 3, CD 20, CK 20, CK
7, CEA, and P 63. PET-CT examination performed
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for grading of the disease demonstrated multiple
diffuse hypermetabolic nodular lesions in both
lungs the biggest one being nearly 1 cm in diameter
(SUVmax: 9.2, consistent with metastatic lesion).
No evidence of brain metastasis was found in the
PET-CT. In the liver, lesions consistent with
diffuse multiple hypodense hypermetabolic
metastases the biggest one localized at 8’ and dome
measuring nearly 4 x 3 cm in both lobes were
observed (SUVmax: 17.9). In the left inguinal
region, hypermetabolic lymph nodes with central
hypometabolic region consistent with necrosis the
largest being 3 cm in diameter were observed
(SUVmax: 12.1, consistent with metastases). A
hypermetabolic mass lesion with soft tissue density
on the vulvar area measuring nearly 4.2x2.5 cm,
and extending superiorly up to posterolateral aspect
of the vaginal wall was observed (SUVmax: 20.2,
consistent with the primary tumor). The patient
having a disease consistent with metastatic disease
was consulted with medical oncology. BRAF
mutation analysis was requested from the patient
for target treatment. Tumoral tissue of the patient
could not reveal BRAF gene mutation on Codon
464, and 600. The patient was started on weekly 80
mg/m2 doses of carboplatin treatment. After the 2.
dose the patient complained of sudden onset of
inability to walk, and visual impairment, then
cerebral CT was requested from the patient who
demonstrated a mass consistent with metastatic
lesion on the left temporal region measuring nearly
23 x 20 mm. The patient whose general health state
deteriorated was died 40 days after establishment
of diagnosis.

Figure 1. Vulvar mass



Case 2

A 60-year old G2P2 patient admitted to the
outpatient clinic of gynecologic oncology with a
complaint of vulvar discoloration present for one
year in December 2016 (Figure 2). She expressed
that the discolored area enlarged, and darkened for
the last six months. The patient had received
adjuvant radiochemotherapy in the year 2010 with
the indication of breast cancer. The patient was in
remission under treatment with an aromatase
inhibitor. Gynecological examination revealed a
hyperpigmented macular lesion extending from
right labium minor and major down to clitoris, and
1/3 lower part of the vagina. The inguinal palpable
lymph node was not detected. For histological
diagnosis, histopathological examination of the
vulvar biopsy material was reported as nodular
type MM. Breslow thickness was reportedly 1.2
cm, and V. Clark level. Satellite nodule was
observed. Satellite nodule had an appearance of
spindle cell. Tumor demonstrated a weak
lymphocytic response. For immunohistochemical
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examinations, Melan A, HMB 45, histochemical
melanin beaching methods were used.

Any metastatic foci were not detected on her CT.
The patient underwent radical vulvectomy, partial
vaginectomy, bilateral inguinofemoral lymph node
dissection. Examination of the specimen did not
reveal the presence of tumor at surgical margins
(Figure 3A, B). However, the tumor was detected
at the closest 3 mm away from the internal surgical
margin. In tumor nodules, 8 mitoses/mm? were
observed. A strong tumoral lymphocytic reaction
was detected. Inguinofemoral lymph nodes were
evaluated as reactive.

Multidisciplinary council assembled after surgery
decided on examination for BRAF and C-kit
mutation, and adjuvant chemotherapy and
radiotherapy were planned for the patient with
metastatic vulvar MM. The patient whose
radiotherapy was planned after cisplatin and
temozolomide treatment is in remission for six
months.

Figure 2: Vulvar discoloration
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Figure 3 (a-b): a-) Vulvectomy specimen; b-) Postoperative appearance

DISCUSSION

The cutaneous melanomas are frequently observed
amongst young ages in women, while the vaginal
and vulvar melanomas are typically observed
amongst older women. The vulva is an area where
the examination and timely identification are
tough. The cases visit the clinician too late and this
delay affects the survival rate. The utmost
characteristic signs from the vulva is stinging in the
area or noticing a filling 4. Our patients admitted
with vulvar pain and a palpable mass in the first
case and vulvar discoloration in the second case.

Substantial predictors of poor survival rate consist
of increased Breslow thickness, increased mitotic
rate, and ulceration. These features are altogether
included in cutaneous melanoma AJCC Staging
System®. Nevertheless, the mentioned issues are
not components of either the AJCC or FIGO
systems for vulvar malignancy, which include
depth of the tumor, width of the tumor, and its
relation to neighboring structures 7. AJCC and
FIGO systems are established on information
obtained from cases with vulval carcinoma and has
not been confirmed in melanoma cases. It might be
challenging to establish particular pathologic
prognostic parameters for vulvar melanomas .

Herein, in the second case, Breslow thickness was
reportedly 1.2 cm, and V. Clark level. Satellite
nodule was observed.

Since vulvar MM is extremely uncommon, it is
indeterminate  which therapy is the finest °.
Whether or not there are significant variances in the
diagnostic, clinical, and prognostic characteristics
and their utmost suitable management is at present
unclear *°. Surgery continues to be the basis of MM
treatment, and vulvar MM is no exclusion. The
type of surgery (radical vs. wide local excision) has
not been shown to influence treatment outcomes
for the MM of the vulva 1. This is in harmony with
the cutaneous MM outcomes, where clinical trial
evidence has led to a gradual modification in
surgical treatment suggestions from wide to
narrower boundaries. Limited previous studies
have revealed the pathologic margins and linked
them to the outcomes 2. If a wide surgical removal
is achievable, it certainly suggests the best
palliation and might accomplish treatment in some
cases. Radiotherapy might offer effective palliation
for inoperable tumors. SLN-positive patients and
cases with distant metastasis ought to be handled
on their merits, consistent with the general
principles of the treatment of metastatic MM in



SLNSs and at distant sites, because there are no data
to show that any distinctive treatment is likely to be
more applicable for metastases from vulvar MM.
In the present report, in our second case, the patient
underwent radical vulvectomy, partial
vaginectomy, bilateral inguinofemoral lymph node
dissection.

Sentinel lymph node assessment has also been
studied in MM of the vulva 3. Though the detection
of sentinel lymph node (SLN) is shown to be
practical, a false negative rate of 15% has been also
revealed 4. In addition, it has been shown that the
SLN technique itself might improve the risk of
local recurrences 3. SLN assessment in MM of the
vulva is not the existing regular procedure
universally and merits additional analysis with
large clinical trials. In the present report, in our
second case, although sentinel lymph node
evaluation was not performed, inguinofemoral
lymph nodes were evaluated as reactive.

Lately, substantially potent inhibitors of B-RAF
and C-KIT oncogenic mutated proteins have
displayed significant clinical efficiency in the
management of metastatic MM cases whose
tumors comprise activating mutations in these
proteins 4. CKIT mutations occur in about 18-35%
of mucosal melanomas, including vulvar MM 2, It
is possible that treatments will be as efficient in
treating metastatic vulvar MM with activating
mutations as they are in treating melanomas arising
in other locations.
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