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Rezumat

Melanoza cutanatd difuzi (MCD) este o prezentare
rard a melanomului metastatic caracterizatd printr-o
discromie progresivd de culoare gri-albastru, a pielii si
mucoaselor.

Pacientd in varstd de 60 ani este consultatd pentru
discromie cutanatd difuzi de coloratie gri-brun localizatd
pe torace si membrul superior sting aparutd de 2 luni si
avind o evolufie progresivd. Antecedentele personale ale
pacientei evidentiazd un melanom malign operat in urmd
cu 8 luni si in prezent cu metastaze cutanate si hepatice.

MCD reprezintd discromia progresivi a pielii si
mucoaselor in cadrul melanomului malign metastatic.
Actualmente se admite ca si cauzd a MCD eliberarea de
melanind din metastazele de melanom si fagocitarea
acesteia de cdtre histiocitele dermale. Prognosticul MCD
este grav.
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Summary

Diffuse melanosis cutis (DMC) is a rare presentation
of metastatic melanoma characterized by a progressive blue-
grey discoloration of the skin and mucous membranes.

A 60-year-old female patient is consulted for diffuse
brown-grey discoloration of the skin located on the chest
and the left upper limb which appeared 2 months ago and
had a progressive evolution. The personal history of the
patient shows a malignant melanoma operated on 8 months
ago and currently with skin and liver metastases.

DMC is the progressive discoloration of the skin and
mucous membranes in metastatic malignant melanoma.
The release of melanin from melanoma metastases and its
phagocytosis by dermal histiocytes is currently recognized
as the cause of DMC. DMC prognosis is poor.
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Introducere

Melanoza cutanata difuza (MCD) reprezinta
o manifestare rard a melanomului malign caracte-
rizatd prin pigmentarea pielii si mucoaselor in
cadrul unui melanom metastatic. Descrierea
initiald a MCD este atribuitd lui Wagner in 1864
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Introduction

Diffuse melanosis cutis (DMC) is a rare
manifestation = of malignant melanoma
characterized by pigmentation of skin and
mucous membranes in the context of a metastatic
melanoma. The original description of DMC is
attributed to Wagner in 1864 (1).
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Caz clinic

Pacienta in varstd de 60 ani este consultata
pentru discromie cutanatd difuza apdruta in
urmad cu 2 luni si cu evolutie progresiva. Antece-
dentele personale evidentiazd un melanom
malign operat in urma cu 8 luni avand indicele
Breslow de 2,10 mm si indicele Clark de nivel IV,
localizat la nivelul regiunii superioare a spatelui.

Examenul dermatologic evidentiaza placarde
multiple, extinse de diferite dimensiuni, de
culoare gri-brun localizate pe toracele anterior
(fig. 1) si posterior (fig. 2), umarul si bratul stang.
Examenul histopatologic arata prezenta in derm

Clinical case

A 60-year-old female patient is consulted for
a diffuse discoloration of the skin which
appeared 2 months ago and had a progressive
evolution. The personal history of the patient
shows a malignant melanoma operated on 8
months ago with a 2.10 mm Breslow’s depth and
a Clark level IV, located in the upper back region.

The dermatological examination reveals
multiple, enlarged plaques of different sizes, of
brown-grey colour located on the anterior (Fig. 1)
and posterior (Fig. 2) thorax, the left shoulder
and arm. The histopathological examination
shows the presence in the dermis of melanin

Figura 1
Figure 1
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a depozitelor de melanina intrahistiocitar, dar si
extracelular in tesutul conjuctiv cu dispozitie
predominant perivasculara.

Pacienta prezenta la nivelul umarului drept o
formatiune tumorald cutanatd metastatica (fig. 3),
dar si metastaze hepatice evidentiate la rezonanta
magnetica. Urina pacientei era de culoare neagra.

Discutii

Melanoza cutanata difuzda (MCD) se
caracterizeazd prin aparitia unei pigmentatii
cutaneo-mucoase rapid progresive apdarute in
cadrul unui melanom metastatic. Culoarea
pigmentatiei este variabild, variind de la ardeziu
la albastru inchis-negru avand in evolutie o
progresie cefalo-caudala. Distributia pigmen-
tatiei este mai accentuatd pe zonele fotoexpuse
fiind mai frecvent sub forma de ,stropi sau
picaturi” si mai rar difuz ca si in cazul prezentat
de noi.

Melanuria sau urina de culoare neagra este
intalnita la aproape toti pacientii cu MCD. De
obicei mostra de urind trebuie expusd o perioada
prelungitd de timp la lumina si aer pentru a vira
in negru. Melanuria poate apdrea si in asociere cu
melanomul metastatic in lipsa MCD (2). In MCD
pot apdrea si alte manifestdri clinice precum
innegrirea pdrului (3, 4), a serului (5) si a
lichidului peritoneal (6), melanina putand fi
prezenta si in expectoratie (5). De asemenea pot fi
intalnite si pigmentarea mucoaselor (5, 7, 8, 9)
precum si melanoza organelor interne inclusiv a
maduvei osoase (2, 3, 5,7, 10, 11, 12).

Histologia evidentiaza cresterea pigmentului
melanic in derm atdt in histiocite, dar si ca
pigment liber in tesutul conjuctiv dermal,
fibroblaste si in resturile celulare, avadnd o
dispunere indeosebi perivascular. In epiderm se
constata doar o crestere a pigmentarii keratino-
citelor. Microscopia electronicd evidentiaza
modificari identice cu cele gasite in microscopia
optica (3).

Patogenia MCD ramane in continuare
neclara. Initial s-a presupus ca si cauza migrarea
celulelor melanomului in derm, acestea fiind
raspunzatoare de depozitarea melaninei (13).
Lipsa prezentei celulelor tumorale in derm a
infirmat aceastd teorie. O alta teorie implicd in
aparitia MCD, factorii de crestere melanocitari
precum hormonul de stimulare o-melanocitar,
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deposits intracytoplasmically, but also extra-
cellularly in the connective tissue with pre-
dominantly perivascular disposition.

The patient has on the right shoulder a
metastatic skin tumour formation (Fig. 3), but
also liver metastases evidenced by magnetic
resonance imaging. The patient’s urine was
black.

Discussions

Diffuse melanosis cutis (DMC) is charac-
terized by the appearance of a rapidly
progressive cutaneous-mucosal pigmentation in
the context of a metastatic melanoma. The colour
of the pigmentation is variable, ranging from the
colour of slate to dark blue-black with a
cephalocaudal progression. The pigmentation
distribution is more pronounced on the photo-
exposed areas, being more frequently met in the
form of “splashes or drops” and less frequently in
a diffused form as in the case presented by us.

Melanuria or black urine is found in almost
all patients with DMC. Usually the urine sample
must be exposed for a long time to light and air to
turn black. Melanuria may also occur in
association with metastatic melanoma in the
absence of DMC (2). Other clinical manifestations
such as hair (3,4), serum (5) and peritoneal fluid6é
blackening may occur in DMC as well, and
melanin may also be present in expectoration5.
Pigmentation of the mucous membranes5,7,8,9 as
well as melanosis of the internal organs,
including bone marrow (2,3,5,7,10,11,12) may
also be encountered.

Histology highlights the growth of melanic
pigment in the dermis both in histiocytes, and
also as free pigment in dermal connective tissue,
fibroblasts and in cellular debris, having a
particularly perivascular disposition. In the
epidermis there is only an increase of
keratinocyte pigmentation. Electron microscopy
shows changes identical to those found in optical
microscopy (3).

The pathogenesis of DMC remains unclear. It
was initially thought that its cause was
melanoma cell migration into the dermis, this
being responsible for melanin storage (13). The
absence of tumour cells in the dermis has
dismissed this theory. Another theory involves in
the occurrence of DMC the melanocyte growth
factors such as o-melanocyte stimulating
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endotelina-1 si factorul de crestere hepatocitar
care ar activa melanogeneza, proliferarea si
raspandirea melanocitelor normale si maligne
(10), teorie infirmatd prin negasirea de modificari
ale numarului de melanocite sau keratinocite
pigmentate. Actualmente se admite ca si cauza a
MCD eliberarea de melanind, precursori ai
acesteia si melanozomi din metastazele de
melanom si fagocitarea acestora de catre
histiocitele dermale (14).

Durata medie intre diagnosticarea melano-
mului si aparitia melanozei la acelasi pacient este
mai putin de 1 an, iar supravietuirea din
momentul aparitiei MCD este de aproximativ
4 luni. In concluzie MCD este o manifestare rara
a melanomului malign metastatic anuntand un
prognostic grav.
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