Ovarianmetastasis of cutaneousmelanoma :
literaturereviewillustrated by a case report

Abstract:

The discovery of ovarianmetastasisfromcutaneousmelanomais an
exceptionalpathological situation, only few isolated cases werereported in
literature. The diagnosisisrarelyevokedbeforesurgery, especiallywhen the
primary tumoral site isunknown. Clinicalpresentationisn’tspecific, the
contribution of imagingislimited, onlyimmunohistochemistryis of great
contribution to establish the diagnosis of certainty.

The goal of ourstudyis to . specify the characteristics of

thispathologicalentitywhoseprognosisremainsbleakdespitetherapeuticprog

ress.
Keywords:

Melanoma-ovarianmetastasis-immunohistochemistry-immunotherapy-

targetedtherapy
Introduction:

With an annual incidence of 15404 new cases,
cutaneousmelanomaisresponsible for 1783 deaths per year. Itis the
sixthlargest cancer in women. InAfrica and in  Maghreb,
cutaneousmelanomas are lessfrequent but often in a thicknodular type. If
the formsdiagnosedearly are of good prognosiswith 91% survivalat 5 years,
metastaticformsremain of terrible prognosis, despite the advent of new

systemictherapies [1,2].



Frequentmetastatic sites of cutaneousmelanoma are : lung, mediastinum,
brain, lever and bone [3]. The occurrence of ovarianmetastasisis an
exceptionalevent, only few isolated cases werereported in literature.
Clinical and paraclinical aspect of thisunusualmetastatic location being non
specific, the diagnosisisoftencarried out
aftersurgerywithimmunohistochemistrystudy of surgicalspecimens [4].

We report the case of
bilateralovarianmetastasiswithperitonealcarcinomatosisoccuring 14
yearsafterdiagnosisof primarycutaneous site.

Clinical case:

It's the case of a 26 year-old-woman, withoutfamiliarpathologicalhistory of
melanoma or otherneoplasicillness, followedsince the age of 12, for
cutaneousnodularmelanomaat dorsal part of her body,treated by surgical
excision. The evolution, 13 yearsafter, wasmarked by theappearance of
leftaxillarymetastaticnodes andbonemetastasis in the third right rib of 7cm,
alsoresected. Immunotherapywasstarted in vain, the patient received 9
cures withoutresponse, with progression of the disease and otheroutbreaks
of spreadincluding spinal location, requiring a
medullarydecompressionlaminectomyat the level of the tenth dorsal
vertebra. Onemonthlater, the patient consults for rapidincrease in
abdominal *. volume evolving in a context of asthenia and
unencryptedweightloss.

Clinicalexaminationfound a conscious patient, hemodynamically stable,
afebrile. Abdominal examinationfound a distended abdomen with an
abdomino-pelvic mass arriving to umbilicus, regularlyshaped, firm in
consistency, associatedwith ascites.

Pelvicultra-soundfound a voluminousabdomino-pelvic mass, solid and

cystic, heterogenous, not measurable on ultrasound, with central



vascularization on  Doppler, associated to an ascites of
greatabundancereaching the parieto-colicgutters. The CT-scan, shows an
abdomino-pelvic mass up and lateral to uterus, fleshy, mixed, measuring
16.5/11.5/17cm, associated to multiple nodes of
peritonealcarcinomatosispredominantat the level of the
greateromentumwith ascites of greatabundance.

In addition, vertebralmetastasisat the third and tenth dorsal
vertebraewerefound.

Laparoscopic  exploration found a 24cm ovarian’ mass  of
whitishcolourwithbrownish areas, roughlyrounded, with a bumpy surface
(figure 1). The contro-lateralovarywasincreased in size, bumpy,

containingblackish areas. The peritonealcavitywas' a site of diffuse

pigmentedcarcinosiswith black omentum (figure 2).

P!

Figure 1 : Right ovarian mass measuring 24/20/14cm, solid and cystic,
fleshywithpigmented areas




Figqure 2 :black omentuminvaded by carcinosis

In front of the pigmented aspect of lesions, a secondaryovarian location of
the cutaneousmelanomawassuspected.” Wedid aspiration of ascites
withcytologicalstudy of the liquid, followed by a bilateralannexectomy and
omentectomyafter conversion to laparotomy. The histologicalstudy of
specimensaffirmed the diagnosisthanks to the
immunohistochemicalanalysiswhichhighlighted a strong and diffuse

marking of tumourcells by Melan A.

Discussion :

Ovarian cancer is the fifthgynecological cancer and the fourth in terms of
mortality. The averageage of onsetis about 60 to 70 years. Epithelialtumors
are the mostfrequent. Ovarianmetastasisrepresent 6 to 7% of
malignanttumors. They are usually of gynecological, gastrointestinal or
mammaryorigin.  Ovarianmetastasis of cutaneousmelanoma are
exceptional, withfrequency of 3%, only few cases are reported in

literature[3, 4, 5].However, post-mortem studies have shown a



frequencyestimed to 18%. This underestimationisundoubtedlyexplained by
the long silentcharacter of ovarian masses in  womendyingfrom
complications related toother extra-ovarianlocations [6].Ovarian extension
occursthroughblood, lymph and peritoneum [3]. Delay between the
diagnosisof primarylesion and the discovery of ovarianmetastasis varies
between few months and 18 years[4]. In our case, itwas about 14years. The
breachisunilateral in 60% of cases.
Ovarianmetastasisachievewithpredilectionfor youngwomencomparing to
menopausedones, due to reduction of ovarianblood flow aftermenopause[3,
4].

Clinical and paraclinical aspects aren’tspecific,presenting a real problem of
differentialdiagnosiswithotherovarianmalignanttumors. However, MRI can
suspect the diagnosis, by showingspontaneousperipheralhypersignal in T1
and T2 weightingsequences in connectionwith the presence of melanic
pigments [3, 4, 6]. The average size of secondaryovariantumors, reported in
literature, is about 10cm. In our case, the largesttumour size was about
25cm. Histopathologicalstudy of specimensmaybeconfusingwith germinal,
stromal and granulosa tumors. Onlyimmunohistochemistrygive the
diagnosis of certainty by demonstrating the expression of thesetumor
markers: «S-100, ~HMB-45 and Melan A [7].The distinction
betweenprimaryovarianmelanoma or metastaticmaybedifficult. The
clinicalcontextisevocative if primarycutaneous, adrenal or choroidal
location = isknown, otherwise, or in case of regression of the
primarycutaneouslesion, whichcanoccur in 2-9% of cases, someauthors
have retained the diagnosis of primary location on somecriteriasuch as, the
onlyovarian location of the tumor and the association with an
ovarianteratoma [4]. Otherwise, primaryovarianmelanomaismainlyseen in

menopausedwomen.



In our case, the primarycutaneous location wasknown. The absence of
ovarianteratoma on imaging and the pigmented aspect of ovarian and
peritoneallesions in surgical exploration, made it possible to suspect the
diagnosis. Although the pigmentedcharacterisn’tspecific, seenonly in 35%
of cases, and canbeseenalsoin steroidovariantumors[7].Confirmation of the
diagnosis has been obtained by immunohistochemistry by showing the
presence of Mela A on specimens.

Surgical management consists in performingannexectomy and removal of
the reduciblelesions. In our case, the completeresectionwas not possible
because of the disseminatedcharacter and diffuse peritonealcarcinomatosis.
Surgical management seems to improve the prognosis, whenit'scomplete,
especiallywhenmetastasis are onlylocated” in. the ovaries. In case of
unilateralovarian location,
prophylacticcontrolateralannexectomyisdiscussed in
postmenopausalwomen [3].Assessment.of prognosis in formseligible for
optimal surgical management,depend on staging by conventionalimaging or
PET scan [3, 4].

For more than. 30 vyears, the standard treatment for
advancedcutaneousmelanoma stages wasplatinum-
basedchemotherapywithresponse rates from 5 to 15% and a
mediansurvivalfrom 6 to 9 months, whileactually, itcurrentlyexceeds 2
years,. withevenhope to healsome patients. The therapy options have
evolvedradicallysince 2011 with the development of two new
therapeuticstrategies, on the one hand immunotherapy and on the other
hand targetedtherapy for patients withmelanomarelated to BRAF 600
mutation, encountered in half of cases, response rate isestimatedat 25%. In
terms of duration of treatment, targetedtherapeutics are

continueduntilintolerance or progression,



whileimmunotherapycanbestoppedafterobtaining a completeresponse or
stabilization [8].

Our patient wasresistant to treatment by immunotherapy,
whichwasinterruptedbecause of the progression of the disease.
Chemotherapy, based on carboplatin and taxane, retainsitsinterest in
formswithperitonealdissemination [3].

Nevertheless, the value of systemictreatments in terms of
improvingsurvivalprognosis, ishowever not established. 5-year ‘survival
varies from 0 to 5% depending on literature data, mediansurvivalisfrom 10
to 20 months [3,6].

Conclusion :

Throughthisclinical case, wetried to illustratethe features of
thisexceptionalpathological situation.«. In fact, the diagnosis of
ovarianmetastasisfromcutaneousmelanomaisrarelyevokedbeforesurgery,
especiallywhenprimary tumoral site is not identified,
clinicalpresentationbeing non-specific. MRl canbe contributive in some
cases. The diagnosis in based'on immunohistochemistrystudy of specimens.
Despite the contribution of surgerywhenit’s optimal and the contribution of
new systemictherapies,  the prognosisremainsverygrimwithlessthan5%
survivalat 5 years. Actually, manypredictive markers are understudy and
manytherapeuticcombinations are under investigation to try to improve the
prognosis of the disease.
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