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1. Introduction

Malignant melanoma or cutaneous lymphoma or lymphoma of the skin ac-
counts for 1% of all cancers and has an incidence of 3% - 7% in the female genit-
al tract, most of the cases being described in the vulva and the vagina. It is a ma-
lignant tumor of the skin or the mucous membranes, developed from melano-

cytes, although some cases of primitive localizations were described in pelvic
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area, in particular on the cervix [1] [2]. It is a cancer with a high metastatic po-
tential and metastases can theoretically reach all the organs. Indeed, 20% to 30%
of the patients present metastases in spite of a broad excision of the primitive
tumor. Rare cases of genital metastases were described in the literature [3] [4] [5].
Their retro-uterine localization with extension to myometrium and sigmoid is ex-
ceptional, arousing the interest of such an observation. This localization poses a
diagnosis problem at the clinical, radiological and pathological level because of
its rarity. The diagnosis is based on a standard histological examination supple-
mented by immunohistochemical studies, cytogenetics and sometimes analysis

in molecular biology, starting from a representative sample of the tumor.

2. Case Report

In the department of Gynecology in SOISSONS Hospital Center (France), we
received a 72 year old patient for abdominal pain, recurrent cystitis and intestin-
al transit disorder, the whole evolving for six months. In her past history, she
had been pregnant twice with two vaginal deliveries. She underwent 3 year ago a
surgical treatment for left temporal lymphoma (cerebral lymphoma). The pa-
tient had no record of alcohol or tobacco abuse.

The clinical examination found a large abdomino-pelvic mass, hard to move
with palpation. The uterine cervix was normal. However, the anterior and lateral
fornix was filled by the mass at the vaginal touch. In addition, inguinal ganglio-
nic areas were free at the palpation. A first ultrasound examination showed a
poly-lobed intestinal mass of 50 mm of diameter located at 30 mm next to the
top of the uterine dome. The abdomino-pelvic CT scan carried out thereafter (see
Figure 1 and Figure 2) confirmed the presence of a bulky abdomino-pelvic tu-
mor formation measuring 180 mm x 100 mm X 150 mm, of probable uterine ori-
gin with a right ureter hydronephrosis. And several external iliac nodes less than
1 cm and an image of sigmoid diverticulosis without sign of complication were
observed.

Endometrial biopsy could not be realized because of the compressive charac-
ter of the mass. A second ultrasound examination 6 months later the first pointed
out an abdomino-pelvic mass of 164 mm x 105 mm with a repercussion on the
right urinary tract and a heterogeneous uterine cavity. Ovaries were not visua-
lized (Figure 3).

Further complementary examinations were performed such as PET-SACN
and MRI before carrying out any therapeutic. The PET-SCAN was in favor of a
bulky uterine tumor mass which was hyper metabolic (SUV max 27.9) at its pe-
riphery, with central necrosis which was in favor of an aggressive malignant
primitive uterine tumor because of the intensity of the hypermetabolism (Figure
4 and Figure 5). The pelvic MRI confirmed a heterogeneous 200 x 165 x 110
mm pelvic mass related to a uterine origin which posterior wall was link to the
last sigmoid loop. There was no ascites. The cervix seemed normal. Considering

these results, it was not possible to draw a final diagnosis with certainty. Was it a
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Figure 1. Showing a bulky pelvic tumor with abdominal prolongation on transverse and
coronal sections (CT scan).

Figure 2. Showing a bulky pelvic tumor with abdominal prolongation on transverse and
coronal sections (CT scan).
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Figure 3. Ultrasound image highlighting a wide pelvic mass closely in contact with the
uterus.
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Figure 4. Image of pelvic mass with hypermetabolism after injection of 18FDG (PET-
SCAN).
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Figure 5. Image of pelvic mass with hypermetabolism after injection of 18FDG (PET-
SCAN).
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sarcomatous primitive uterine tumor or an evolution of the lymphoma or an as-
sociation of both pathologies?

Regarding the compressive and aggressive character of the mass, it is decided
to set up a double-] ureteric stent on the right before the surgical operation. A
median laparotomy highlighted a pelvic mass of approximately 20 cm with mul-
tiple parietal adhesions. The mass adhered firmly to the sigmoid behind, the blad-
der ahead, and the greater omentum. There were several suspicious-looking lymph
nodes on the small bowel and the mesentery. The left adnexa was not visualized
and seemed to have been invaded by the tumor. The attempt to remove the tu-
mor made necrotic tissue rose up, which had been sampled for frozen histologi-
cal examination. That histopathological examination evoked a malignant tumor
not well differentiated made of a proliferation of round cells particularly rich in
cytonuclear atypia with a very high mitotic index (the proliferation index by
Ki67 was estimated at 60%). The cells were marked with antibodies against Vi-
mentin, anti-CD99 antibodies and positivity with Anti-CD56 (NCAM), Anti
AE1-AE3 and anti-HMB 45 (human melanoma black-45) antibodies. CD45 and
Anti-protein S100 antibodies were negative. These biomarkers allowed us to elim-
inate a lymphoma without being able to eliminate neither a sarcoma nor a mela-
noma before the result of a final histological examination of the whole surgical
specimen. A monobloc exeresis of the mass was performed with total hysterecto-
my, bilateral adnexectomy and sigmoidectomy followed by a latero-lateral colo-
colic anastomosis. This surgical resection allowed extracting a necrosis tumor (Figure
6).

Samples of mesenteric lymph nodes were done for a pathological examination.
A per-operative blood transfusion was performed, and the Foley catheter was
maintained for 10 days because of accidental urinary bladder tear that occurred
during the surgical exeresis. The post-operative period was uneventful a part
from a moderate anemia (hemoglobin level of 10.2 g/dl).

The histopathological final analysis of the surgical specimen revealed a tumor
proliferation made of monomorphic cellular elements of medium size, showing
very important cytonuclear atypia with many mitoses, beaches of necrosis more

or less hemorrhagic, tablecloths of cells often not well differentiated. This tumor

Figure 6. Surgical specimen presenting a tumor of big size forming a compact block with
epiploon, sigmoid and uterus.
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infiltrated the myometrium and the muscular part of the sigmoid without real
sigmoid tumor. Lymph nodes samples were not invaded and the appendix was
normal. The histopathological diagnosis was in favor of a round cells very little
differentiated tumor formation of pelvic localization encompassing the uterus
and the sigmoid which might be a Primitive Neuro-Ectodermic Tumor (PNET)
or melanoma. An expert testimony was required for a histopathology second
reading and the search for a possible translocation. Therefore, the search for
translocation and mutations of the site of exon 15 of BRAF gene was negative.
Finally, the diagnosis of metastatic melanoma was retained in front of a disse-
minated tumor without a clear starting point. The patient was put under Dacar-
bazine protocol. The exit of the patient was decided at the 15™ day of hospitali-

zation.

3. Discussion

The incidence of melanoma doubles approximately every ten years in caucasian
countries. In France, cutaneous melanoma represents in 2011 the 6™ cause of
woman cancer with 5100 estimated new cases. It occurs in 75% of cases after 49
years. Cutaneous melanomas represent the 14™ cause of woman death with es-
timated 720 deaths for year 2011 [6]. The exceptional metastatic potential of the
melanoma is due to the reactivation of a gene named slug during the canceriza-
tion. That gene allows the migration in the embryo of cells coming from neural
crest, whose melanocytes are part of [7]. The most common localizations of me-
tastatic lesions are by decreasing order: the lung (42%), the skin and node areas
(18%), the brain (14%), the liver (7%) and other rarer sites such as bones, spleen,
breast, ovaries, corpus uteri [3]. Uterine metastasis of the melanoma is excep-
tional and most often come from a primitive cancer of breast, digestive tube,
lung, pancreas, kidney or skin [5]. These metastases generally concern the myo-
metrium as it is the case in our observation [3] [5] [8]. Time period between
primitive cancer and the metastasis is often long of several years and metrorrha-
gias represent the main symptoms of the disease [3]. In our case, the patient had
a history of cerebral lymphoma. She did not suffer from post-menopausal me-
trorrhagias that could direct towards an endometrial cancer. She had a predo-
minance of loco-regional symptoms showing of a fast growth of the tumor, af-
fecting probably the myometrium. This situation is the privilege of PNET (Pri-
mitive neuro-ectodermic tumors). Indeed, the period (between the beginning of
the primary symptoms and the histopathological diagnosis of certainty) is theo-
ritically less than one year because of the generally the aggressive character of the
PNET [9]. Also, the diagnosis of metastases of soft parts cannot be a clinical di-
agnosis because of the diversity of the symptoms [10]. Thus, according to most
authors, the diagnosis can be made generally a posteriors, on the surgical speci-
men after several readings supported by immunohistochemistry and experienced
pathologists. Nevertheless, there exists a genetic predisposition. Melanoma pa-
tients (5% to 10%) have a family history of this disease. A mutation on CDKN2A
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gene located on chromosome 9 and on CDK4 gene located on chromosome 12
leads to the appearance of the melanoma [11]. A mutation on BRAF gene coding
for a kinase is present in more than one case on two (50% to 60%) of metastatic
melanomas [12] [13]. No radio-anatomic correlation is published at this day,
because of the scarcity of secondary localizations of the melanomas. The main
role of the imagery is to search a primitive tumor and to determine the local and
remote extension, in order to consider the surgical exeresis. Today there is posi-
tron emission tomography (PET-SCAN) which differs considerably from the
means of conventional imagery. That is about a metabolic method aiming at
analyzing the functional activity of tissues and not its morphological anomalies.
In our observation, imagery did not reveal a primitive tumor, but directed to-
ward the aggressive character of the tumor. The PET-SCAN could be integrated
in the cancer staging of patients with a high metastatic risk [14]. Ultimately, the
histopathologic study associated with the immunohistochemistry is a funda-
mental stage of the diagnosis [2] [3] [5] [8] [9]. It is subjected to difficulties re-
lated to the rarity of these metastatic forms. Our patient underwent a total ab-
dominal hysterectomy associated with a bilateral adnexectomy in order to fulfill
the surgical technique for cancer requirement. This surgery allowed the diagno-
sis and started the treatment. Nevertheless, in case of doubt about the margins of
resection as it was the case, adjuvant chemotherapy in specialized center is re-
quired. The macroscopic examination of the surgical specimen showed a tumor
of soft consistency, necrosis aspect, frequently met in PNET [15]. On the histo-
logical level, it was about proliferations of small basophilic round cells with a
neuro-ectodermal phenotype. The immunohistochemistry once carried out, will
contribute to the differential diagnosis of small round cells malignant tumors
(PNET, lymphomas, neuroblastoma, nephroblastoma, rhabdoid tumor, rhab-
domyosarcoma and neuroendocrine carcinoma...) [9] [16]. Indeed, melanomas
present a cellular positivity with S-100 protein, melana and HMB-45 as it was
the case for our patient. Considering the positivity of the CD99 immunopheno-
type found in more than 90% of PNET, the cytogenetic study and molecular bi-
ology were required to establish the diagnosis formally. The search for transloca-
tion and BRAF gene returned negative. Consequently, the existence of specific
genetic markers, highlighted preferentially on fresh or frozen tissues and signing
the nature of the disease, justifies the conservation of frozen tumor tissue. The
uterine manifestation of a malignant melanoma being rare, is most often the re-
sult of a metastasis rather than of a primitive tumor [2]. In addition, the results
of meticulous patient interview, clinical and paraclinical evaluation should be
communicated to the pathologists, enabling them to retain the final diagnosis of
metastatic melanoma [3] [8]. This measure would allow an optimal management
in multidisciplinary meeting in order to avoid useless and mutilating procedures
for patients whom prognosis is not favorable.

The first line treatment of metastatic melanomas rests on chemotherapy. The

drug used is Dacarbazine for all metastases except for cerebral metastases, for
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which the Fotemustine should be sought in preference. Dacarbazine is adminis-
tered in cures of 1 - 4 days every 3 - 4 weeks. In case of operable unique or mul-
tiple metastases (for example in only one organ), surgery can be considered as first
line treatment regarding clinical and radiological examinations. Radiotherapy is
an alternative treatment in particular case of cerebral or bone metastases, but not
generally used. Two new treatments have just obtained the marketing authoriza-
tion as well as refunding. The unaffordable prices (€60,000) of these drugs which
can be an obstacle in case of none refunding in some countries. These are Ipili-
mumab and Vemurafenib. Ipilimumab is an immunotherapy aiming at stimu-
lating the immune system by inhibiting the CTLA4. Ipilimumab works for 20%
of patients but with survival medians of 24 months. Vemurafenib, a targeted
therapy specifically is directed against the BRAF gene, prescribed in first line if
the BRAF gene is muted [17] [18] [19]. It works for 60% of the patients but with
survival medians not exceeding 7.2 months.

The prognosis of uterine metastases of the melanomas could have a great im-
provement in the coming years. However, at present time the survival median at
the metastatic stage is of 10 - 20 months with a 5-year survival rate of approx-
imately 5% [20] [21]. The late recurrences after 10 years are possible and often

hard to diagnose [3].

4. Conclusion

Uterine metastasis of the melanomas is rare and of bad prognosis. The contribu-
tion of clinical examination and imagery in the diagnosis is weak. The diagnosis
has to be done early because survival of the patients depends on it. Pathologists
struggle to make a clear diagnosis. Immunohistochemistry and cytogenetics are
helpful tools. The increasing incidence of the melanomas could lead to more
cases in the future. Gynecologists should be prepared to face such situations. Ul-
timately, the complexity of managing metastatic melanoma cases teaches us to
have multidisciplinary meeting discussions in specialized center, if we expect to

increase survival of patient in the future.
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