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Onset of vitiligo in a patient with
acquired secondary hypogonadism
under treatment with testosterone gel 2%:
inside the pathogenesis™ " *

for
Updaies

Dear Editor,

A 61-year-old man presented with a three-month history
of symmetric depigmented lesions on the hands and peri-
labial region (Figs. 1 and 2). No other anatomical area was

Figure 1 Symmetric macules of vitiligo on the dorsomedial
part of the hands.

involved. Under Wood’s light the lesions appeared bright
white and sharply demarcated, confirming the diagnosis of
vitiligo. His personal and family medical history was neg-
ative for autoimmune disorders. The patient reported that
eight months before, a diagnosis of acquired secondary idio-
pathic hypogonadism due to aging was made (low levels
of testosterone; normal LH and FSH levels; negative MRI
of the hypothalamic-pituitary region and normal body mass
index). Laboratory investigations and analysis of autoimmu-
nity showed no alterations. Thyroid function was normal and
thyroid antibodies were absent. According to this diagno-
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Figure 2

Perilabial depigmentation.

sis, he started treatment with topical testosterone 2% gel
once a day for six months, which he applied at level of the
chest and thighs. He noticed the first depigmentation area
on the hands, during the fourth month of treatment. For
vitiligo areas, pimecrolimus 1% cream was prescribed. After
six months of follow-up, the treated vitiligo areas are stable
and no further depigmented areas arose. The patient contin-
ues to perform the endocrinological consultations with good
hormonal compensation.

The etiology of vitiligo is still unclear.” Several hypothe-
ses have been proposed to explain the causes of melanocyte
dysfunction.” In this regard, Kotb et al. also investigated
the hormonal theory." Specifically, they found a significant
decrease in testosterone levels in the serum of males in
both active and stable vitiligo groups when compared to
controls, and in the active vitiligo group compared to the
stable vitiligo group; besides, they did not find significant
difference in testosterone levels between males and females
in the active vitiligo group.' Furthermore, testosterone can
be also involved in the downregulation of the inflamma-
tion. Indeed, testosterone suppresses immunity, affecting
T-cell immunity by inhibiting T-helper 1 differentiation, jus-
tifying the sex differences in the response to viruses and
autoimmunity.? All these findings confirm that hypogonadism
may explain the predisposition for the onset of vitiligo in the
present patient.

Drug-induced vitiligo is a rare side effect of several
systemic and topical drugs.’ In these cases, skin depigmen-
tation is indistinguishable from vitiligo and appears to be
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due to activation of melanocyte-specific autoimmunity; for
these reasons, this phenomenon should be known as ‘‘drug-
induced vitiligo’’, rather than with the less accurate term
**drug-induced depigmentation’’.* Goldstein et al. reported
that testosterone may interact with tyrosine hydroxylase
activity; besides, it is known that agents that interact
with tyrosinase activity can paradoxically disrupt melanin
production, by inducing the cellular stress response with
inflammation and autoimmune destruction of melanocytes.®
However, to date, there is no evidence of testosterone-
induced vitiligo.

As far as the authors know, the present case rep-
resents the first clinical confirmation of the onset of
vitiligo in a patient with hypogonadism, supporting the
thesis that hypogonadism can be associated with vitiligo.
At the same time, there is insufficient evidence to sup-
port a role of testosterone replacement therapy in the
development of vitiligo. Indeed, no areas of depigmenta-
tion were observed at the testosterone application sites
(chest and thighs). Further studies are needed to inves-
tigate the role of testosterone in pigmentation, also
extending the research to possible new therapeutic impli-
cations.
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Malignant melanoma after treatment
for Merkel cell carcinoma***

Dear Editor,

A 98-year-old male was referred complaining of a mass on
his left cheek. He had never received immunosuppressive
therapy. Physical examination showed a solid, dome-shaped,
reddish tumor, 35mm in diameter, on his left cheek.
Microscopic examination of a biopsy specimen revealed an
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*¥* Study conducted at the Fukushima Medical University,
Fukushima, Japan.

infiltrative tumor in the dermis. The tumor was composed
of sheets and trabeculae of atypical cells with scant cyto-
plasm, and round nuclei with stippled chromatin (Fig. 1).
Immunohistochemistry results revealed that the tumor cells
stained positive for cytokeratin 20 and neuron specific eno-
lase. The patient underwent total resection of the tumor.
However, because of the patient’s advanced age, neither
the patient nor his family wished further treatment, includ-
ing radiotherapy, choosing follow-up visits only. Two years
later, he presented again with erosion of the right hal-
lux. Physical examination showed widespread erosion of his
right hallux, which in part had a reddish nodule. The nail
had completely disappeared (Fig. 2). Histological exami-
nation revealed many atypical cells infiltrating irregularly
from the epidermis to the dermis (Fig. 3). These atyp-
ical cells were immunoreactive for MART-1 and HMB-45.
For the same reason as before, the patient and his fam-
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