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Diffuse Cutaneous Melanosis is a rare clinical condition characterized by rapidly acquired skin
pigmentation that can occur in the course of advanced metastatic melanoma. A 59 year old patient with
malign melanoma who developed diffuse cutaneous melanosis in the course of the disease is presented.
He had multiple hepatic metastasis, lung metastasis, and multiple bone metastases. After the initiation of
chemotherapy, he developed progressively darkening of the entire skin, darkened urine. Four months
after the onset of melanosis, the patient died. The prognosis are poor in patients with diffuse cutaneous
melanosis associated with malign melanoma.

Copyright © 2016 Turkish Society of Medical Oncology. Production and hosting by Elsevier B.V. This is an

open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

1. Introduction

Diffuse Cutaneous Melanosis (DCM) is a rare clinical condition
characterized by rapidly acquired brown gray skin pigmentation
that occurs in the course of advanced metastatic melanoma. The
sclera and hair may be affected. Dark urine associated with mel-
aniiri, darkening of the serum and peritoneal fluid can be also
seen.” The discoloration of DMC has been reported to have a
cephalo-caudal progression and to be most pronounced in sun
exposed areas.> DCM is often associated with liver metastases.*
But the pathogenesis is currently controversial. The differential
diagnosis of diffuse cutaneous melanosis includes addison disease,
porphyria cutanea tarda and hemochromatosis.”

We present a patient who developed diffiise cutaneous mela-
nosis due to metastatic malignant melanoma.

2. Case presentation

A 59 year old patient presented with a dark pigmented lesion on
the sole of the right foot. At the time of the first diagnosis, there
were no clinical/radiological signs of metastatic disease. Primer
lesion excision and right inguinal sentinel nodes was performed.
After the positive sentinel lymph node biopsy, he underwent
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complete inguinal lymph node dissection postoperative pathology
examination was reported as malignant melanoma, with Clark level
IlI, tumor thickness 5 mm according to Breslow, positive lymph
nodes (2/6). The tissue showed the presence of wild type BRAF. The
patient rejected adjuvant treatment.

Nine months later, the patient was admitted with abdominal
bloating, black skin nodules, back pain and weight loss. General
exam revealed hepatomegaly, inguinal lymphadenopathy and
cutaneous metastasis. In laboratory studies, LDH: 3800 (125—243),
ALT; 60 (10—35) AST: 345 (10—40) ALP: 1211 (40—150) GGT: 578
(5—55) was detected. PET/CT revealed the presence of multiple
hepatic metastasis, lung metastasis, inguinal lymphadenopathy
and multiple bone metastases. The patient accepted the proposed
treatment. The patient was treated with combination chemo-
therapy (cisplatin/temozolomide) and palliative radiotherapy
of the spinal cord. He received three cycles of chemotherapy.
After the initiation of chemotherapy, he developed progressively
darkening of the entire skin, darkened urine. ACTH and cortisol
levels were measured ACTH: 15.7 (0—46) cortisol: 10.2 (6—18) was
detected.

The patient was referred to a dermatologist. Dermatologic exam
showed cutaneous metastasis characterized by black papules
and nodules on his skin (Fig. 1) and diffuse skin hyperpigmentation
(Fig. 2). After three cycles of chemotherapy, imaging studies
showed disease progression in liver metastases and bone metas-
tases. And he subsequently developed liver failure and four months
after the onset of melanosis, the patient died.
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occurs as a result of chemotherapy, immunological response or
central ischemia induced tumor lysis with the release of melano-
somes into the blood circulation.” The release of melanosomes ex-
cretes in urine and occurs melanuri and dark urine.

In our patients as well, diffuse melanosis appeared after
beginning cisplatin and temozolomide. Also, as in most case re-
ports, our patient had common liver metastases.

The prognosis are poor in patients with diffuse cutaneous
melanosis." Our patient died four month after the onset of mela-
noma. The mean duration between diagnosis of melanoma and the
onset of melanosis in these patients is less than a year. And the
survival time from the onset of DMC is approximately 4 months.
The patients with DCM have a poor survival results (4—5 months).>

DCM should be considered in the differential diagnosis list of skin
discoloration after excluding other common differential diagnoses.
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Fig. 2. Brown-gray hyperpigmentation (A: Before onset of diffuse cutaneous melanosis (DCM) B: After onset of DCM)

3. Discussion

Diffuse cutaneous melanosis (DCM) is rarely encountered con-
dition in malign melanoma. It is often associated with liver me-
tastases.* DCM also can be seen in Addison disease, porphyria
cutanea tarda and hemochromatosis.’

The pathogenesis of diffuse cutaneous melanosis is unknown.
Approximately 20% of cases with DCM in malignant melanoma have
shown melanoma metastases within the pigmented skin.® There are
a few mechanisms under discussion on this topic. Bohm et al sug-
gested that cutaneous diffuse melanosis is linked to an excessive
production of melanocytic growth factors (MSH (melanocyte stim-
ulating hormone), Hepatocyte growth factor (HGF), Endothelin-1
(ET-1)). Excessive production of MSH (from tumor), HGF and ET-1
(from distinct site of metastasis) induce normal and malignant
melanocytes resulting in enhanced proliferation, melanogenesis
and melanin releasing.” Alternative hypotheses diffuse melanosis
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