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Fabry disease (FD) is a chronically progressive, conge-
nital metabolic disease. Deficiency of α-galactosidase A 
(α-gal A) results in the accumulation of glycosphingo-
lipids in various types of cell. Most male patients with 
FD develop renal failure, cardiac and cerebrovascular 
disease, which are the major causes of morbidity and 
mortality, occurring in the fourth or fifth decade of life 
(1). Thus, it is important to diagnose and start to treat FD 
as promptly as possible (2). We describe here a patient 
with FD who presented with only a few red papules, 
pathologically consistent with cherry haemangioma.

CASE REPORT

A 27-year-old Japanese man presented with a few, soli-
tary, 2–3-mm diameter, bright-red papules on the chest 
and left shoulder (Fig. 1A). His mother, a 52-year-old 

Japanese woman, had been diagnosed with FD due to 
asymptomatic cardiomegaly detected during a regular 
medical check-up. This prompted her son also to un-
dergo examination. A detailed medical history revealed 
that he had been aware of relatively mild numbness 
and tingling in his extremities, and oligohidrosis after 
strenuous exertion, since approximately 10 years of 
age. Histologically, the papules showed numerous 
moderately dilated vessels lined with flattened en-
dothelial cells and pericytes in the subpapillary region, 
sparing the papillary dermis. The intervascular stroma 
showed homogenization of the collagen. The overlying 
epidermis was slightly thinned and there was no vessel 
invagination into the epidermis (Fig. 1B). We could re-
cognize neither vacuolations nor toluidine blue-stained 
deposits in the cytoplasm of endothelial cells or sweat 
gland cells. We then performed electron-microscopy of 
the papules, demonstrating uneven dense and lamellar 
deposits in the cytoplasm of the endothelial cells and 
pericytes (Fig. 2). This finding is characteristic of ly-
sosomal storage diseases, such as FD. Laboratory tests 
gave the following results; plasma α-gal A activity, 0.2 
nmol/h/ml (normal 6.0–10.8 nmol/h/ml); urinary GL-3, 
7.06 mg/mgCr (normal < 0.26 mg/mgCr); urinary α-gal 
A protein, 11.2 ng/mgCr (normal >38.2 ng/mgCr). Fi-
nally, the patient was diagnosed with FD and has been 
receiving enzyme replacement therapy (agalsidase beta; 
1 mg/kg) for nearly 3 years, given every other week, 
starting from 2 months after his initial consultation at 
our institution. To date, this therapy has prevented the 
disease from progressing and the patient has been able 
to carry out his normal activities of daily living.
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Fig. 1. (A) Clinical presentation: 2-mm diameter, solitary, red papule on 
the right chest. (B) Histologically, red papule shows the features of cherry 
haemangioma rather than those of angiokeratoma (haematoxylin-eosin 
staining × 100).

Fig. 2. Electron-dense cytoplasmic inclusion bodies within vascular endothelial 
cells and pericytes (lead hydroxide staining, original magnification × 4,000).
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DISCUSSION

FD is a rare X-linked inherited disorder, which affects 
approximately 1 in 40,000–60,000 males in Europe 
and United states (3). Affected males usually present 
in childhood with episodes of acroparaesthesia and 
oligohidrosis, followed by angiokeratoma corporis 
diffusum, which appears as tiny, clustered, hyperkera-
totic and coalescing red papules. Angiokeratomas are 
vascular ectasia, demonstrating histologically dilated 
vessels mainly in the papillary dermis underlying the 
acanthotic epidermis, with hyperkeratosis and elonga-
tion of the rete ridges which partially or completely 
enclose the vessels (4). They are found in 65–70% 
of male patients with FD and usually start to appear 
shortly before puberty (5, 6). They are clustered and nu-
merous in some patients, but sparse in most women and 
many men (7). Electron microscopy of angiokeratoma 
corporis diffusum shows cytoplasmic inclusion bodies, 
which are dense and lamellar with a periodicity of 4–6 
nm, in vascular endothelial cells and pericytes (8). On 
the other hand, cherry haemangiomas are true hae-
mangiomas, which demonstrate histologically dilated, 
thin-walled vessels in the subpapillary regions sparing 
the papillary dermis. There is loss of rete ridges and 
atrophy of the overlying epidermis. Homogenization of 
the collagen may be seen in the intervascular stroma. 
They are very common single or multiple bright-red 
papules, up to several millimetres in diameter. These 
lesions may start to appear in early adulthood, and the 
number of lesions increases with age (9). 

In the case described here, the patient with FD pre-
sented with a few, 2–3-mm diameter, bright-red papules, 
pathologically compatible with cherry haemangioma 
rather than angiokeratoma, because they are true haem-
angioma sparing the papillary dermis. They are not a 
vascular ectasia. Hogarth et al. (10) reported a 76-year-
old man with FD who had widespread cherry haemangi-
omas on his trunk and angiokeratomas localized on his 
scrotum. They concluded that a diagnosis of FD should 
be considered in patients with cherry haemangiomas and 
cardiac disease. Our case and their report suggest the 
possibility that cherry haemangioma correlates with FD.

Satoh et al. (11) showed the clinical usefulness of 
performing biopsy of cherry haemangiomas for the di-
agnosis of intravascular lymphoma (IVL). IVL is a rare 
subtype of extranodal diffuse large B-cell lymphoma 

with an aggressive clinical course, characterized his-
tologically by predominant proliferation of lymphoma 
cells within the blood vessel. However, as the clinical 
symptoms are highly variable, IVL can take a long time 
to diagnose. The poor prognosis is thought to reflect 
delays in diagnosis and in the start of chemotherapy. 
Since FD can also be considered a progressive and 
life-threatening disease, we recommend that electron 
microscopy is performed on cherry haemangiomas of 
patients with suspected FD. This may contribute to the 
early diagnosis of FD and thus improve prognosis.
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