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Melanoma is well-known for its aggressiveness, with 
rapid spreading of metastases and poor stage IV prog-
nosis. We report here a case of a metastatic melanoma 
with super-acute dissemination and dramatic evolution.

CASE REPORT

A 52-year-old woman with no previous medical history 
presented with a tumour on her left forearm of 3 months’ 
duration (Fig. 1A). Clinical examination revealed a 
5 × 4 × 2-cm heterogeneous pigmented, bleeding ery-
thematous tumour. An enlarged left axillar lymph node 
was present. Two biopsies were taken from the lesion 
and ulcerated melanoma was diagnosed, with a 4.8 mm-
Breslow index, and positivity of MelanA, HMB45 and 
PS100 on immunohistochemistry. The BRAF mutation 
V600E was present. Computed tomography (CT) scan 
showed one left axillar and multiple lung metastases. 
Blood tests were normal. At that time, complete excision 
of the tumour was requested by the patient because of 
pain and bleeding. Two weeks after excision, the pa-
tient presented with dyspnoea. The blood test showed a 
non-regenerative anaemia (7 g/dl), thrombocytopaenia 
(13 g/l), lactate dehydrogenase (LDH) = 2,450 U/l, fer-
ritin = 2,540 µg/l, and triglyceride = 2.21 mmol/l. The 
CT-scan with angiography showed multiple spleen in-
farctions without pulmonary embolism. The myelogram 
showed a bone-marrow necrosis (Fig. 1B). Blast-like 
atypical cells were isolated from the blood smear. Im-
munohistochemistry was positive for MelanA, HMB45 
and PS100 staining, both on a pellet of cells isolated 
from centrifugation of a blood sample (Fig. 2) and on 
the bone-marrow biopsy (Fig. 1C). Lung, liver, bone-
marrow and intra-vascular metastatic dissemination then 

occurred from the patient’s melanoma in less than one 
month. The patient died of multi-organ failure some days 
later without the opportunity to start anti-BRAF therapy.

DISCUSSION

Bone-marrow infiltration in melanoma is estimated 
at 7% of cases in alive patients, while post-mortem 
studies have found bone-marrow infiltrate in 45% of 
patients (1). Bone-marrow necrosis is usually induced 
by acute leukaemia and lymphoma. Anaemia is the 
most common haematological manifestation, followed 
by thrombocytopenia, pancytopaenia and leukoeryth-
roblastosis (2). In the latter article, diagnosis was 
confirmed by morphology and immunohistochemistry 
(2). Bhagwati et al. (3) described a melanoma with hae-
molytic anaemia by microangiopathy and intra-vascular 
dissemination, leading to the death of the patient in 3 
weeks. In our case, no haematological criteria for mi-
croangiopathy were present, and the patient died from 
multi-organ failure by melanoma cell infiltration into 
the lung, bone-marrow and vessels.

The doubling time of a tumour can be estimated using 
the Ki-67 index. This proliferative index is estimated 
by immunochemistry staining on paraffin-embedded 
samples from primary tumour or metastasis. The pro-
liferation Ki-67 marker is a nuclear antigen expressed 
in all active phases of the mitotic cell cycle (G1, S1, 
G2 and M phases), but not detected in the resting phase 
(G0). Quatresooz et al. (4) showed that the Ki-67 index 
of fast-growing and metastatic melanomas was parti-
cularly high. Various molecular techniques have been 
developed recently to detect circulating free melanoma 
cells or tumour-specific circulating cell-free DNA. The 
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Fig. 1. (A) Large melanoma on the left forearm of the 52-year-old woman. (B) Bone-marrow necrosis observed on myelogram (HES × 100). (C) Bone-
marrow infiltration by melanoma cells with positivity (Melan-A staining × 40).
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aim of these techniques is to predict clinical outcome 
of patients receiving target therapies or to detect early 
resistance to these therapies (5, 6). These prognostic 
markers are under investigation in the translational 
programmes of the target therapies trials in melanoma. 

To the best of our knowledge, this is the first published 
case of a patient presenting with a super-acute melanoma 
with metastatic spread revealed on a blood smear with 
high density of circulating melanoma cells. This case de-
monstrated a very high doubling time of melanoma cells, 
as seen in leukaemia evolution, leading to the death of the 
patient < 4 months after the onset of the primary tumour.
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Fig. 2. Pellet of melanoma cells isolated by blood 
sample centrifugation with HES coloration (A), 
and PS100 (B), HMB45 (C) and MelanA (D) 
immunostaining (A–D × 100).
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