Letters to the Editor

fig. 2 Huge amount of squamous cells in the derma, with irregular arrange-

ment, abnormal nucleus, and abundant keratotic bead formation.

The reason for dilated pore occurrence is not clear. Dilated
pore has previously resulted from secondary inflamma-
tion of a ruptured infundibular cyst or some infundibular
cysts have led directly to dilated pore.?’? Some dilated
pores may contain a histological focus of epidermolytic
hyperkeratosis.*

Dilated pore is a specific follicular infundibular cyst.
It looks like a great open comedo. It commonly occurs
on the face, neck and upper chest, or in the external ear
canal, and there is a male predominance. Dilated pore is
usually solitary, but occasionally grouped lesions may be
present. Duration may reach as long as 40 years.!>>8

Benign follicular neoplasms and basal cell carcinoma
may arise from a common pluripotential stem cell and
thus may coexist in a single cutaneous lesion.>’

No prior report of squamous cell carcinoma with a
dilated pore has been documented in the literature.
Epidermal appendageal tumours can contain combina-
tions of several tumour types within the same tumour due
to differentiation along different pathways.® Squamous
cell carcinoma may arise in a dilated pore by the same
mechanism.

The best treatment for the condition is excision.
Superficial measures such as superficial desiccation,
cauterization, coagulation or abrasion will not eradicate
this lesion because of its extreme depth.'* If the lesion
is diagnosed as benign neoplasms by histopathology,
surgical operation is the first choice of treatment. We
suggest that excision should be extended at least 2 or
5 mm beyond the lesion. Cauterization or laser may be
useful for a smaller lesion. However, for malignant tumours,
surgical excision is necessary.
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Is serum galectin-3 a potential
predictor of the response to active
specific immunotherapy in
melanoma patients?

Editor

Active immunotherapy with tumour-specific antigens has
emerged in recent years as a promising new treatment
modality against cancer, and more particularly against
melanoma. This is the result of the identification of a
large number of tumour antigens and of an improved
understanding of the immune responses directed against
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tumoral cells. Experimental models and clinical immuno-
therapy trials support further development of this approach.
However, exactly to what extent remains uncertain because
the effectiveness of immunotherapeutic strategies may be
limited to certain subgroups of patients.

Recently, it has been shown that melanoma cells
frequently express galectin-3 (Gal-3) at a high level and
an increased level of this protein has been detected in the
serum of some cancer patients, including melanoma
patients.'™ Gal-3 is a 29-35kDa mammalian lectin
encoded by the LGALS3 gene. This lectin, which binds
beta-galactoside residues on glycoproteins, can be detected
in the cytoplasm, in the nucleus and on the cell membrane.
It can also be secreted into the extracellular space. Gal-3
can be isolated as a monomer but can also form dimers or
oligomers. The protein lacks a classical signal peptide as
well as a transmembrane peptide. The mechanism by
which it is secreted is not known. Theoretical and
experimental considerations suggest a multifaceted
role of this protein in cell growth, cell adhesion, neoplasic
transformation and progression.® This protein, which
has a NWGR motif in common with Bcl-2, has been
described as an anti-apoptotic factor and has been shown
to modulate a wide variety of cellular functions. More
precisely, Gal-3 can exert an anti-apoptotic effect on
inflammatory cells in order to sustain the inflammatory
response.®® Because this proinflammatory action might
be involved in the immune response to cancer, we inves-
tigated the predictive value of serum Gal-3 for efficiency
of response to immunotherapy in melanoma patients.

Serum samples were collected from 18 patients with
AJCC stage 3 or stage 4 (M1) metastatic melanoma before
they entered various melanoma vaccine trials, which
have been described elsewhere.” All patients received
repeated vaccinations with synthetic peptide(s), a recom-
binant MAGE-3 protein, or with a recombinant ALVAC
virus encoding tumour antigens. Following this they were
categorized either as patients with tumour regression
(complete, partial or mixed response, n = 8) or as patients
without tumour regression (progressive disease without
mixed response, 7 = 10). The corresponding protocols
had been approved by the ethics committee. Concentra-
tions of Gal-3 were measured by enzyme-linked
immunosorbent assay (ELISA) in accordance with the
manufacturer’s instructions (BMS 279, Bender MedSystems
GmbH, Vienna, Austria). The results were expressed as
medians, and the difference between the two groups was
analysed by a non-parametric Mann-Whitney U-test
(Table 1). No differences in serum Gal-3 measurement
could be demonstrated between the two groups (regressors
and non-regressors). These Gal-3 serum levels were
similar to those obtained in control patients, as published
recently.*
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Table 1 Results of Gal-3 measurement (ng/mL) in vaccinated melanoma
patients

Regressors Non-regressors
n 8 10
AJCC stage 3 7 6
AJCC stage 4 (M1) 1 4
Lowest value 6.390 5.587
Highest value 10.134 9.317
Median 7.552 6.810
95% Cl for the median 6.4217-10.0391 6.2075-8.6983

In conclusion, the results obtained in our small cohort
of patients do no support the hypothesis that Gal-3 serum
levels can predict tumour response following vaccination
with tumour-specific antigens in patients with metastatic
melanoma. Further investigations are needed to under-
stand immune privilege in immunotherapy-responding
melanoma patients.
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Umbilical endometriosis

Editor

Endometriosis (formerly ‘external endometriosis’) is
defined by the presence of endometrial tissue outside of
the uterus.! Several pathogenic causes have been suggested,
including implantation after menstrual regurgitation,
metaplasia, and metastasis. It must be clearly distinguished
from adenomyosis (formerly ‘internal endometriosis’),
which is characterized by the presence of endometrial
tissue within the uterine musculature, with a completely
dissimilar pathogenesis, epidemiology and clinical picture.
However, both conditions may develop in the same
patient. Endometriosis is a common disorder in women of
reproductive age, with a mean age at diagnosis of 25-29,
without ethnic predominance.? Isolated umbilical presentation
has rarely been reported. We report a case, and review
differential diagnoses.

A 40-year-old Malian-born black woman presented with
an umbilical nodule that had been developing for the past
8 months. Her medical history included two deliveries,
which included one by caesarean section. The patient
reported neither abortion nor secondary infertility. She
did not use any oral contraception and had a regular
menstrual cycle. Clinical examination revealed a firm,
haemorrhagic, polypoid bluish-grey tumour (fig. 1). The
key clinical feature that led to the correct diagnostic
hypothesis before further investigation was that the lesion
was intermittently haemorrhagic, in accordance with the
menstruation cycle. Histopathology of the umbilical nodule
showed endometrial glands and stroma in the dermis,
accompanied by adjacent oedema and fibrosis (fig. 2).
These glands had irregular and inflated lumen, and regular
epithelium. The epidermis was unaffected. Perl’s stain
revealed iron deposition in the dermis. Staging investigation,
including endovaginal ultrasonography and MRI, revealed
endometriomas of the peritoneum and the bladder (the
patient did not have haematuria), and adenomyosis. Three
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fig. 1 A polypoid, bluish-grey, firm umbilical tumour. Menstrual bleeding
was reported by this 40-year-old woman.

fig. 2 A skin specimen was fixed in formalin, embedded in paraffin, and stained
with haematoxylin and eosin. Endometrial glands and stroma are present in
the dermis, and surrounded by oedema and fibrosis (magnification, x20).

months later, intense dysmenorrhoea and peri-menstrual
cystalgia gradually appeared. As surgical intervention was
rejected by the patient treatment with oral nomegestrol
acetate was introduced.

The gold standard for the diagnosis of endometriosis is
histopathology, showing endometrial glands and stroma
in the dermis, with a normal overlying epidermis. Biopsy
methods include laparoscopy and skin biopsy. Isolated
cutaneous presentation is rare’ and the most frequent
clinical symptoms are pelvic or abdominal pain, second-
ary dysmenorrhoea, dyspareunia, and infertility.? Rare
cutaneous or mucosal locations have been reported on
the perineum, vagina, groin, umbilicus, as have surgical
scars. Cutaneous endometriosis should be suspected
whenever a woman of reproductive age presents with a
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