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10 the Editor:

The presence of numerous acquired comedones on the
trunk and limbs of an adult patient, with no other family
member affected and with no triggering factors to explain
their presence, requires us to rule out those conditions in
which comedones are the predominant clinical feature.
The fact that these lesions appear in association with areas
of lichen ruber planus presents the dilemma of whether
the lesions develop simultaneously by chance or whether
there could be some pathogenic relationship. In the case
we present below, we observed that, from a clinical point
of view, the 2 types of lesion (comedones and lichen) were
frequently closely related, with the comedones presenting
a lichenoid halo, but they were sometimes separate.
However, in all samples analyzed, histological study
showed lichenoid infiltration of the comedones.

A 72-year-old woman came to our outpatient clinic for
mildly pruritic lesions that had been present on the trunk
and limbs for approximately 2 years. The patient had a
history of hypertension and dislipidemia, for which she
had been on treatment with felodipine and pravastatin
for at least 7 years. There was no family history of similar
skin lesions. On physical examination, we observed small,
shiny, erythematous-violaceous plaques and papules
with a smooth surface, suggestive of lichen ruber planus
(Figure 1). In addition, numerous comedones were
identified on the trunk, arms, and thighs; some of these
had an erythematous halo of lichenoid inflammatory
appearance (Figure 2). A whitish, reticulated pattern was
observed on the mucosa of both cheeks. There were no
alterations of the hair or nails. The patient was unable to
say whether the 2 types of lesion appeared simultaneously
or in succession, and there was no history of the use of
comedogenic products.

We performed biopsies of the comedones, with the
interesting finding of a lichenoid pattern around the
infundibular microcysts of the comedones (Figure 3);
this infiltrate was observed irrespective of whether there
was a visible erythematous halo around the comedone
or not. The biopsy from the violaceous plaques showed
a linear lymphoid infiltrate in the superficial dermis and
the presence of necrotic keratinocytes, also confirming the
clinical impression of lichenoid lesions. There were no
relevant pathological findings in the routine laboratory

tests and serological tests for viral hepatitis were negative.
The patient was treated with oral isotretinoin (0.5 mg/kg)
for 4 months, with resolution of the lichenoid lesions and

a marked reduction in the number of comedones.

The presence of numerous comedones with a generalized
distribution on the trunk and limbs, appearing in adult life,
with no triggering factors and no family history of similar
lesions is very rare. Recently, Zhang and Zhu! reported
a similar case in a boy who, like our patient, presented
disseminated idiopathic comedones. The histological

Figure 1. Lichenoid plagues on the patient’s trunk. Occasional
comedones can be seen between the plaques.

Figure 2. Although not always present, many comedones were
surrounded by an erythematous halo of lichenoid appearance.
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Figure 3. A lymphoid infiltrate with a clearly lichenoid pattern
was observed around the infundibular microcysts of the
comedones. Hematoxylin—eosin, x10.

findings, the distribution of the lesions, the age at
presentation, and the absence of triggering factors led us
to rule out similar conditions known at the present time,
such as familial dyskeratotic comedones, comedo nevus,
follicular keratosis, physically or chemically induced acne,
and follicular mycosis fungoides.

Interestingly,our patient presented alichenoid dermatitis
of the lichen planus type; the cause was unknown as she
did not report any associated systemic symptoms and the
complementary tests performed were normal or negative.
We cannot totally exclude a relationship between these
lesions and the treatment that was being taken; in fact, 2
cases of lichenoid reaction related to pravastatin have been
reported in the literature.>* However, in our case, this
seems very unlikely due to the absence of any temporal
relationship and due to the presence of lesions on the
mucosas, which are uncommon in drug-induced lichenoid
reactions.

Up to now, the relationship between lichen planus
and comedones has been limited to cases of lichen
planus follicularis tumidus with cysts and comedones,
clinically characterized by edematous plaques with cysts
and comedone-type lesions, usually in a retroauricular
position.*® The involvement of the pilosebaceous unit
in lichen planus is observed in cases of lichen planus
follicularis, which typically affects the scalp, although
and there has been 1 case report in which the trunk was
affected.” However, the clinical presentation in those

cases, so different from what is described here, makes
us think that there could be no relationship. Lucke et
al® described the development of milia-like cysts during
the course of lichen planus. Like those authors, we
considered the possibility that the comedones formed due
to inflammation or degeneration of the basal layer caused
by the lichen; however this hypothesis appeared unlikely
in our case, as many of the comedones were found in skin
with no previous lichenoid lesion. Independently of the
temporal relationship between the 2 types of lesion, we
believe it is more likely that the lichenoid infiltration of the
comedones was secondary, and it could even be a typical
occurrence in lichen planus. In the literature, there have
been sporadic reports of lichenoid infiltration of similar
structures, such as of an epidermal cyst in a patient with
lichen planus.” Although the excision of benign lesions
is not common practice in an inflammatory disorder,
histological study of this type of lesion in patients with
lichen planus could corroborate this hypothesis.
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10 the Editor:

Endovascular procedures are now widespread in
vascular interventional neuroradiology, but there are
very few reports of their cutaneous adverse effects in the
literature; such effects are typically poorly recognized and are
underdiagnosed. Transient rectangular alopecia,considered
to be a subtype of radiodermatitis, is a condition that has
been known to dermatologists for only about 10 years, and
scarcely 10 cases have been published.

We report the case of a 39-year-old man, with no past
history of interest, who presented with oppressive, left
frontal headaches that had started 2 months earlier, were
refractory to multiple treatments, and were associated
with ipsilateral, retro-ocular symptoms; the rest of
the neurological examination was normal. Magnetic
resonance imaging revealed a giant fusiform aneurysm of
the middle cerebral artery (Figure 1), and it was therefore
decided to perform embolization using a 3-dimensional
Guglielmi detachable coil (platinum spiral) (Matrix2).
The angiographic procedure was performed in 2 sessions
separated by 5 days, taking a series of 12 digital subtraction
images in the first session and 20 in the second. Total
fluoroscopy time was of 90 to 100 minutes and the
approximate total dose was of 3 Gy. The principal planes
used were the posteroanterior and left-right oblique. On
completion of the procedure, a clot developed around
the spiral, blocking the lumen of the aneurysm (Figures
2 and 3). The patient’s headaches improved, but 2 weeks
later he came to the dermatology outpatient clinic for
a rectangular, left parieto-occipital plaque of alopecia
with no signs of inflammation (Figure 4). There were no
exclamation mark hairs and the hair pull test was strongly
positive. The condition progressed to complete alopecia
in that area. The superficial arterial pulses were present
bilaterally and the blood tests were normal. As the plaque
was situated in the area of maximum radiation, we related
it to the endovascular procedure and therefore prescribed
no treatment, performing follow-up on a monthly basis to
evaluate the clinical course. Complete repopulation had
occurred after 5 months.

Alopecia after radiotherapy to the head and neck is
reported extensively in the literature; however, there are
very few reports of alopecia after diagnostic and therapeutic
endovascular procedures and it is underdiagnosed. It is
considered to be a subtype of radiodermatitis caused by
the marked radiosensitivity of hair follicles in anagen.!

Figure 1. Absence of
signal on the magnetic
resonance image in
the area of the left
middle cerebral artery.
Giant fusiform
aneurysm (2.5 cm).

Figure 2. Formation of
a coagulum around the
spiral, leading to
occlusion of the lumen
of the aneurysm.

Figure 3. Three-
dimensional image
showing the Enterprise
endovascular
prosthesis and the
Matrix2 spiral, which
produced occlusion of
the aneurysm by the
formation of a
coagulum and fibrosis.

Onset usually occurs 2 to 3 weeks after embolization,
and it is most common in cases of large, complex vascular
disorders,? or ruptured lesions.®> It may be the only
manifestation of the adverse effects of the radiation, or it
may be associated with other symptoms, which are usually
neurological.* There is a series of factors associated with a
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Figure 4. Rectangular
plaque of alopecia in
the left parieto-occipital
area.

higher probability of the onset of this type of alopecia,’
including total fluoroscopy time (more than 100 minutes),
total dose received (cicatricial alopecia if the dose is
over 7 Gy, transient with doses between 3 and 5 Gy),
predominant area of radiation, and biologic factors (age,
oxygen level, hair density, hormonal status, genetic factors,
ethnic differences, etc).

The main differential diagnoses are pressure alopecia,®
due to hypoxia and associated with long periods of general
anesthesia (more than 4 hours), and alopecia areata.’

Postembolization alopecia does not require treatment, as
repopulation occurs spontaneously after a mean time of 12
to 14 weeks. The only method of prevention is to monitor
the radiation dose during angiography. A recently published
study investigated this condition in 103 patients.® It was
found that the percentage of adverse effect was undetectable
if the different parameters evaluated—cumulative cutaneous
dose during endovascular embolization, total fluoroscopy
time, total cumulative dose, and number of series of digital
subtraction images—did not exceed a certain threshold.
It is therefore very important for interventional radiology
departments to establish a series measures to avoid these
undesirable effects.

This type of alopecia was first described in 1994 in a
radiology journal,’ and it was not until 1998 that it was first
published in a dermatology journal, Hautarzt, by the group
of the German investigator Krasovec.!® A year later, Tosti
et al” published a further 3 cases. Since then, only about
10 cases have been published in journals of dermatologic
interest, the last in 2008,!! making it a condition that
appears to be known better by neuroradiologists and
neurosurgeons than by dermatologists.

We can affirm that transient alopecia after embolization
is a rare and little-known phenomenon. However, due to
the increase in minimally invasive endovascular procedures
for the diagnosis and treatment of vascular disorders, its

incidence may rise. Because of this, patients should be
informed and the disorder should be included in the list
of possible complications of this technique, together with
the local, systemic, and cerebral adverse effects already
listed.
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10 the Editor:

Poroqueratosis (PQ) refers to a group of disorders of
keratinization with the common histological feature
of the presence of cornoid lamellae, narrow columns of
parakeratosis on a focally disorganized epidermis.!

We present 2 patients with lesions compatible with
linear PQ, with extensive involvement of one side of the
body.

The first patient was a 23-year-old man with no past
history of interest. He was seen for the presence of multiple
lesions that had been present for 20 years. The lesions
had started to appear in the left inguinocrural region in
the first year of life, affecting a progressively larger area,
following a metameric pattern on the left lower limb and
medial region of the left foot. At 4 years of age, when
it appeared that the disorder had stabilized, he began to
develop new lesions in the left scapular region and on the

left upper limb, following a blaschkoid distribution. The

Figure 1. Linear porokeratosis.
A. Right lower limb. B. Right
scapular region. C. Right upper
limb. D. Right side of the foreskin.

patient noticed that no new lesions had appeared after
18 years of age.

On physical examination the patient presented multiple
annular lesions that became confluent, forming polycyclic
and tortuous patterns. The basic lesion consisted of a
central area of atrophy, occasionally verrucous, that was
clearly demarcated by a peripheral hyperkeratotic border.
The lesions were not infiltrated, were not adherent to the
deep planes, and varied in size between 1 and 5 cm in
their largest diameter. The lesions were present only on
the left side of the patient’s body, following a metameric
or blaschkoid linear distribution, affecting the upper and
lower limbs, trunk, and genital region (Figure 1), but were
not found on the face.

A 5 mm biopsy that included the hyperkeratotic border
and the central atrophic area was taken from a lesion on
the left ankle. Central epidermal atrophy surrounded
by a peripheral parakeratotic column was visible at low
magnification (Figure 2). Higher magnification revealed

Actas Dermosifiliogr. 2009;100:907-22 911
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Figure 2. Histological image stained with hematoxylin and eosin.

Presence of orthokeratotic hyperkeratosis surrounding an
intensely eosinophilic area of parakeratosis (x40).
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the presence of a column of parakeratotic hyperkeratosis,
known as a cornoid lamella, associated with hypogranulosis
and a discrete subjacent acanthosis.

The second case was of a 58-year-old woman, with no
past history of interest. She was referred for evaluation
and treatment of skin lesions situated in the right
infraclavicular region and that had been present for more
than 20 years.

Physical examination revealed the presence of multiple
linear lesions of brownish color, with a well-defined,
elevated border. The lesions were distributed over the
upper third of the right side of the trunk, following a
blaschkoid pattern (Figures 3A and 3B). There was a
smaller number of similar lesions on the right upper and
lower limbs.

With a suspicion of PQ, a 6 mm punch biopsy was
performed, which showed findings compatible with this
diagnosis.

The linear form of PQ, currently considered a mosaicism
of classic PQ, is a rare variant that accounts for between

3.5% and 15% of all cases of PQ.23 It usually occurs

Figure 3. Linear
porokeratosis affecting:
A. Left scapular region.
B. Left thoracic region.
C and D, Left lower limb.
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sporadically, and presents at birth or in early adolescence
as a verrucous rash that can follow the Blaschko or
metameric lines.* The lesions are typically asymptomatic,
and pruritus is very rare.’ There are currently 2 subtypes
that have been described, one localized and the other
generalized.*® The localized form is more common; the
lesions are distributed unilaterally and are limited to a
single limb, usually distally. The generalized form is rarer.
It presents with very numerous lesions on more than 1
anatomic region, usually symmetrically, and can affect the
trunk.*® The presence of erosions or ulcers, underlying
bone abnormalities, and onychodystrophy have been
reported very rarely in association with this variant of
PQ.”

The patients we describe presented lesions that were
clinically and histologically compatible with PQ, with
a characteristically unilateral pattern of distribution,
affecting the upper and lower limbs and the trunk, but
not the face. This clinical pattern could therefore be
considered to be a clinical variant within the group of
generalized PQ.

The most important complication of PQ_is malignant
transformation of the lesions (mainly to squamous cell
carcinoma and, to a lesser degree, to basal cell carcinoma),?
with frequencies that vary between 7.5% and 19%° of
cases on long-term follow-up. The lesions that present the
highest risk of malignant transformation are large, long-
standing lesions of the linear variant.?

It has been suggested that
overexpression of tumor suppressor gene p53 detected
in linear PQ_could explain this higher risk of neoplastic
transformation.”

The therapeutic arsenal in PQ is extensive but lacking
in efficacy, and the most important aspect in these
patients is periodic follow-up for the early detection of
malignant change in any of the lesions. Neither of our

allelic loss or

patients developed a malignant tumor after long-term

tollow-up.
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Hair Transplantation in Temporal Triangular Alopecia

F. Jiménez-Acosta and I. Ponce

Clinica Dermatolégica Dr. Jiménez Acosta, Las Palmas de Gran Canaria, Spain

10 the Editor:

Temporal triangular alopecia (T'TA) or congenital
triangular alopecia is a rare form of alopecia circumscripta.
First described by Saboraud,! its most common
clinical presentation is that of a round or oval patch of
noninflammatory and nonscarring alopecia, typically
located in the anterior temporal area. The patch may

increase in size with the growth of the child, generally
reaching a diameter of 2 to 4 cm. Inspection through a
magnifying glass shows the presence of fine vellus hair
and an absence of terminal hair.

TTA can be present at birth or can develop between the
first few months of life and the age of 6 years. There are rare
cases of adult onset,? and the current tendency is therefore to
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Figure 1. Patient with a bald patch in the left temporal area.

consider it an acquired rather than a congenital condition.>*
Although TTA is usually unilateral, about 20% of cases are
bilateral.* Some rare familial cases have also been reported.”

The pathogenesis of T'TA is unknown. The fact that
T'TA developsin the first years of life in an area of the scalp
that had previously appeared normal seems to indicate
the presence of a localized process of miniaturization of
the hair follicles, which produces regression to vellus hair.
The stimulus responsible for this irreversible regression is
unknown.® Histologically, T'TA shows hypoplasia of the
follicles in a clinically normal scalp. The number of hair
follicles is normal, but all are of the vellus (miniaturized)
type.®

The diagnosis of TTA is clinical: its typical clinical
manifestation and location, along with its childhood onset,
are sufficient to establish the diagnosis. In doubtful cases,
histology makes it possible to distinguish it from other types
of alopecia circumscripta, such as epidermal nevi, aplasia cutis
congenita,” pseudopelade of Brocg, or alopecia areata.

We report a typical case of T'TA treated by follicular unit
hair transplantation with a satisfactory cosmetic result.

The patient was an 18-year-old woman who came to
our clinic for treatment of T'TA. She had had a bald patch
in the left temporal area since childhood, although she
was unable to specify at what age it had appeared. The
patch measured 8 cm? and was oval in shape (Figure 1).

We performed follicular unit hair transplantation on
the bald patch.

The procedure consisted of removing a small strip of
skin 4 cm long by 1 cm wide from the occipital scalp
(donor area). The surgical wound was closed with 4-0
Ethilon sutures.

From this donor strip a total of 250 follicular units, each
containing from 1 to 4 hairs, were dissected using a Zeiss
Stemi DV4 stereomicroscope.

Figure 2. Result 2 years after hair transplantation.

These 250 follicular units were implanted into the
bald patch under local anesthesia. The 250 incisions (30
incisions per cm?) made using surgical blades (Personna
prep blades) were 0.7 mm in diameter for 1-hair follicular
units and 1 mm in diameter for units of 2 to 4 hairs. The
250 follicular units were inserted one by one into these
incisions using jeweler-type forceps. The patient was
discharged and the stitches in the donor area removed 1
week later. The transplanted grafts began to grow after 3
to 4 months and the patient was extremely satisfied with
the cosmetic result (Figure 2).

TTA only requires treatment for cosmetic reasons,
as the alopecia is stable and asymptomatic. Medical
treatment of TTA with minoxidil or topical or
intralesional corticosteroids has not proven effective and
surgical treatment is the only therapeutic alternative.®
Surgery with complete removal of the bald patch is an
option to consider, but the closing of surgical wounds 3 to
4 cm in diameter on the scalp may require the use of flaps
or tissues expanders. Follicular unit hair transplantation,
on the other hand, is a technique that has been used with
satisfactory results, not only in male pattern alopecia, but
also in other types of cosmetic reconstructions of the
scalp.®?

It is interesting to note that there have been hardly any
studies published on the usefulness of hair transplantation
in TTA, despite the fact that T'TA is an indication that
is well-known to surgeons specializing in this field. The
only case we found was published in 1984 by Bragman,
who described the case of a 36-year-old patient with T'TA
treated with hair grafts obtained using a 4 mm punch. For
this reason, we believe it is important for dermatologists to
know about the usefulness of hair transplantation in T'TA,
performed as described in this article, with a satisfactory
cosmetic result.
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Lichen Planus and Lichen Striatus: Opposite Ends

of the Same Spectrum?
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aServicio de Dermatologia. Servicio de Anatomia Patolégica, Hospital Universitario 12 de Octubre, Madrid, Spain

10 the Editor:

Lichen planus is an inflaimmatory dermatosis with
an immunological pathogenesis that is not yet fully
understood. It is characterized by an eruption consisting
of pruritic violaceous polygonal papules that can affect
the trunk or limbs and that may often have whitish
linear striae, called Wickham striae, on their surface.
Involvement of the mucosas is common.!

Lichen striatus is an asymptomatic dermatosis that
generally occurs in childhood. It consists of small, scaly,
erythematous papules of 1 to 2 mm in diameter, occasionally
with a vesicular component, distributed in a linear band
along the Blaschko lines. The lesions are usually distributed
unilaterally on a limb and, unlike those of lichen planus,
usually leave a residual hypopigmentation.! Bilateral or
multiple lesions are very rare.2

We present a case that started as a linear eruption and
subsequently became generalized.

The patient was a 7-year-old girl weighing 20 kg and
with a history of celiac decease. She was seen for a pruritic
linear eruption that had appeared 3 months earlier on
the left upper limb, with involvement of the ipsilateral
thumb nail. There was no fever or other clinical symptoms.
The condition was diagnosed as lichen striatus, and we
prescribed treatment with topical corticosteroids (0.1%
methylprednisolone aceponate in a once-daily application).

After a month of topical treatment the lesions were
no longer linear and localized, but had spread irregularly
over the body. No mucosal lesions were detected. The
lesions were shiny violaceous erythematous papules with
a lichenoid appearance (Figures 1 and 2) that coalesced
to form plaques spread randomly over the trunk, legs,
and lumbar region. Some, such as those affecting the
antecubital fossae, showed a degree of desquamation.

Figure 1.
Erythematous
violaceous papules
with a lichenoid
appearance.
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Figure 2. Nalil
dystrophy on the left
thumb.

Figure 3. Focal
parakeratosis and
lymphocytic infiltrate
involving the glands
and the dermal-
epidermal junction.
Hematoxylin-eosin,
original magnification
x10.

The cubital side of the left thumb nail was dystrophic
and had longitudinal striations (Figure 2). The face and
popliteal fossae were affected, as were the soles of both
feet. There was also extremely intense erythema and
scaling on the scalp. A skin biopsy taken from the arm
showed a lymphocytic infiltrate at the dermal-epidermal
junction with vacuolar degeneration of the basal layer and
a deep perifollicular and glandular infiltrate (Figure 3).
In this first biopsy, the lesions were both clinically and
histologically consistent with lichen striatus. In a second
skin biopsy from the lumbar region, orthokeratotic
hyperkeratosis, wedge-shaped hypergranulosis, acanthosis,
papillomatosis, a bandlike lymphocytic infiltrate at the
dermal-epidermal junction, pigmentary incontinence, and
colloid bodies were observed. The infiltrate also extended
towards deep glandular structures. High-dose (1 mg/kg/d)
prednisone therapy was initiated, with no response after
3 weeks. In view of the inefficacy of corticosteroid therapy
and the severe scalp involvement (with the consequent
risk of scarring alopecia), we decided to initiate treatment
with cyclosporine at 2.5 mg/kg/d and obtained a clear
improvement of all the lesions, including the nail
dystrophy, in 6 weeks.

Lichen planus and lichen striatus are entities that are
well-defined clinically, although there may be cases in
which the differential diagnosis is not really clear.

Generally, lichen striatus shows a linear distribution
along the Blaschko lines, while lichen planus usually

presents as papules or plaques that only occasionally

exhibit a linear distribution.® The differential diagnosis
between linear lichen planus and lichen striatus involves
very subtle clinical distinctions. For this reason histology
is necessary, although given the similarity between the 2
conditions, it is not always diagnostic.® The absence of
pruritus, a residual hypopigmentation, and a tendency
to resolve spontaneously support the diagnosis of lichen
striatus. In our patient the initially linear eruption became
generalized, though with no apparent trigger; there was
pruritus, residual pigmentation, and no clear evidence of
spontaneous resolution.

Histologically, lichen planus usually shows orthokeratotic
hyperkeratosis, hypergranulosis, irregular  sawtooth
acanthosis, vacuolar degeneration of the basal layer of the
epidermis, a bandlike infiltrate, apoptosis, pigmentary
incontinence, and Civatte bodies.! The histology in lichen
striatus varies somewhat depending on the stage of the
disease. A dense and occasionally bandlike lymphohistiocytic
perivascular infiltrate can usually be seen. Epidermal
hyperkeratosis with focal parakeratosis is a typical finding
in lichen striatus but rare in lichen planus. The infiltrate
can extend as far down as the eccrine glands and ducts.
Such a finding can help differentiate lichen striatus from
lichen planus. However, the histologic variability of lichen
striatus is considerable and the findings may sometimes be
indistinguishable from those of lichen planus.!

Cases of overlap between these 2 entities have been
reported in the literature.

Herd et al® described the case of a 37-year-old woman
with an asymptomatic and spontaneously resolving linear
eruption. Histologically, the condition was consistent with
lichen planus and, in addition, showed occasional plasma
cells in the papillary dermis. Rubio et al” described the
case of a 29-year-old woman with an asymptomatic and
spontaneously resolving linear eruption that left residual
hyperpigmentation. Histology showed acanthosis,
hypergranulosis, basal layer degeneration, colloid bodies,
and a bandlike lymphomononuclear infiltrate, more
consistent with the microscopic diagnosis of lichen
planus. Numata et al® reported the case of a 21-year-old
man who developed symptoms of linear lichen planus, but
with histologic involvement of the eccrine sweat glands,
tollowing the intramuscular injection of triamcinolone
acetonide.

In our patient, the first biopsy (obtained from the
initial lineal eruption) was consistent with lichen striatus,
given the presence of parakeratosis and a deep glandular
infiltrate. The second biopsy (taken from one of the
generalized lesions), however, showed epidermal changes
that were more characteristic of lichen planus.

Inview of the intense involvement of the scalp and the lack
of response to oral corticosteroid therapy, we decided to initiate
treatment with cyclosporine. The result was spectacular and
we were thus able to prevent scarring alopecia.
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We present a case that had clinical and histologic
characteristics both of lichen planus and of lichen striatus.
This is exceptionally common, and supports the hypothesis
that these 2 diseases represent the opposite ends of the
same disease spectrum.
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Unilateral Allergic Contact Dermatitis of the Eyelid Caused

by lopimax

M.T Bordel-Gémez, J. Sanchez-Estella, and J.C. Santos-Duran
Servicio de Dermatologia, Complejo Asistencial Virgen de la Concha, Zamora. Spain

10 the Editor:

Apraclonidine is a drug belonging to the group of
o-2 adrenergic agonists; it is widely used as short-term
additional treatment for chronic glaucoma in patients
receiving medical treatment and who require additional
reduction of intraocular pressure in order to delay
treatment with laser or surgery. The drug is also widely
used to control pressure within the eye after glaucoma
surgery.

We report the case of a 63-year-old woman with a
history of hypertension on treatment with Ameride
(amiloride plus hydrochlorothiazide); the woman suffered
from long-term glaucoma in the left eye for which she had
been receiving treatment for several years with Xalatan
ophthalmic solution (latanoprost, 50 mg). Despite this
treatment, the last ophthalmic check-up, performed
in early 2007, revealed high intraocular pressure and
treatment with Jopimax (apraclonidine, 0.5%) ophthalmic
solution was therefore added. The main objective of this
additional treatment was to control intraocular pressure,
as well as to delay surgery because the patient had already
undergone surgery for glaucoma in the right eye. The
patient consulted for an 8-month history of progressive
and recurrent appearance of intensely pruritic, eczematous

lesions on the upper and lower eyelids of the left eye; the
lesions had developed after starting treatment with Iopimax
and had improved substantially following application of
different topical corticosteroids, although they recurred
when corticosteroid treatment was suspended.
Examination of the skin revealed a small erythematous
plaque with fine desquamation, located on each eyelid;
desquamation was more accentuated on the internal
surface (Figure 1). Laboratory tests (general analysis,
immunologic study, and thyroid hormones) revealed no

Figure 1. Eczematous lesions on the upper and lower left
eyelids.
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relevant pathology data; we found only a slight increase in
total cholesterol levels. Skin prick testing was performed
using a standard battery of the Spanish Skin Research and
Allergy Group (GEIDAC) and the standard technique
recommended by the International Contact Dermatitis
Research Group (ICDRG). The allergens were applied to
normal skin on the upper back in vertical strips and were
fixed to the skin by means of a hypoallergenic adhesive
tape. The allergen patches were removed after 48 hours
and the sites were examined; a second examination was
performed at 96 hours. Patch testing was also performed
with the following ophthalmic products: Timoftol (timolol,
0.25% and 0.5%), Trusopt (dorzolamide, 1%), Xalatan
(latanoprost, 0.005%), and Iopimax (apraclonidine, 0.5%
and 1%),as well as a 1% aqueous solution of atropine sulfate,
10% aqueous solution of phenylephrine hydrochloride, 1%
aqueous solution of pilocarpine hydrochloride, and 0.1%
aqueous solution of benzalkonium chloride, supplied by
Trolab Hermal (Reinbek, Germany). Results for all of
these products were negative on examination after both
48 hours and 96 hours, except for Iopimax, 0.5% (3+ at
96 h).

Treatment was started with moderate-potency topical
corticosteroids and we recommended withdrawal of
Iopimax and a new assessment by the ophthalmologist;
treatment for the glaucoma was changed to Combigan
ophthalmic solution (brimonidine and timolol). The
clinical course was satisfactory and no new episodes of
eczematous lesions developed.

Allergic contact dermatitis is a recognized adverse effect
of several drugs used to treat glaucoma. A recent review
identified 10 drugs that, when used topically to treat
this eye disorder, may cause a contact allergic reaction.
These agents include B-blockers (timolol, befunolol,
betaxolol, carteolol, and metipranolol), carbonic anhydrase
inhibitors (dorzolamide), a parasympathomimetic drug
(pilocarpine), and sympathomimetic drugs (dipivefrin and
apraclonidine).!

Apraclonidine, the active ingredient in Iopimax, is an
o2-selective drug that blocks a2 presynaptic receptors,
acting indirectly and inhibiting presynaptic stimulation
for the formation of aqueous humor, thereby reducing
intraocular pressure. It is also used in the treatment of
Horner syndrome because it increases the tone of Miiller’s
muscle, causing rapid elevation of the upper eyelid by
between 1 and 3 mm. It is not associated with many side
effects, but cases of allergic blepharoconjunctivitis,?*
burning sensation, eyelid retraction, and mydriasis have
been attributed to it.

To ourknowledge,only 3 cases of allergy to apraclonidine
ophthalmic solution have been published®®; 2 of these
were confirmed by means of skin patch tests using a 5%
aqueous solution of apraclonidine and the other by means
of a patch test using Iopimax, 0.5%, and a 10% aqueous
solution of apraclonidine. In our patient, the allergy was
confirmed by patch testing exclusively with Iopimax, 0.5%.
We have performed patch tests with Iopimax on control
patients who had undergone patch tests (standard battery
and others) and have not detected any positive allergic or
irritative reactions to date.

The explosion of new drugs in recent decades has led
to substantial advances in the treatment of many diseases,
including glaucoma. As a result, their use has increased
sharply, occasionally causing medical problems, including
contact allergic dermatitis. We conclude that this type
of dermatitis should be considered as a rare but possible
adverse effect of treatment with apraclonidine (Iopimax)
ophthalmic solution. An alternative for these patients is
the use of other al-adrenergic drugs, such as brimonidine
or clonidine.>®
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Perineal Nodular Induration in Cyclists

R. Gonzalez-Pérez,2 L. Carnero,? N. Arbide,* and R. Soloeta?
aServicio de Dermatologia. *Servicio de Anatomia Patoldgica, Hospital Santiago Apéstol, Vitoria, Alava, Spain

10 the Editor:

Perineal nodular induration in cyclists, also known
as ischial hygroma, third testicle, accessory testicles of
cyclists, or cyclists nodule, is an entity that is relatively well
known to sports medicine specialists and to professional
and amateur cyclists, but practically unknown to other
doctors.'?

A 49-year-old man with no relevant history visited our
department with a tender lesion in the right ischial region
that had appeared a year earlier. Physical examination
revealed a 4-cm nodule of rubbery consistency, covered
by normal skin. Ultrasound and fine-needle aspiration
studies were performed but the results were inconclusive.
Magnetic resonance imaging (MRI) (Figure 1) revealed a
nodular lesion with a fibrotic appearance with a maximum
diameter of 3 cm, in intimate contact with the lower surface
of the right ischial ramus, and changes in trabeculation
and infiltration of the surrounding fat, compatible with
perineal induration of the cyclist. The contralateral region
revealed similar, though less marked, changes. The patient
was questioned again and confirmed that he was a cyclist.

The lesion was excised and histologic study revealed a
tumor lesion with poorly defined borders, consisting of a
multilocular cystic formation with a fibrinous content and
not surrounded by epithelial or synovial cells; there were
adjacent areas of aseptic necrosis (Figure 2). The rest of the
lesion showed a fibrous proliferation with fusiform cells
without atypia; in addition there were areas of hemorrhage,
foci of myxoid degeneration, and, occasionally, groups of
mature adipocytes trapped in the fibrous proliferation.
Immune staining of the fusiform cells was positive for
vimentin and factor XIIla and negative for estrogen
receptors, progesterone receptors, S-100, CD34, actin, and
desmin. The Ki-67 proliferation index was 0%.

Clinically, perineal induration in cyclists usually
manifests as 2 nodules (1 on either side of the perineal
raphe), although it occasionally presents as a single
nodule (third testicle), located immediately behind the
scrotum, close to the ischial tuberosity. The skin covering
the nodule presents a normal appearance and the nodule
usually measures between 2 and 3 cm. Palpation reveals
an fibroelastic consistency and adherence to the adjacent
connective tissue may be appreciated.’? Our patient
consulted with a nodule located in the right ischial region,
although NMRI also revealed an incipient lesion of similar
characteristics on the contralateral side.

Histologically, the nodule is characterized by a central
pseudocystic formation, which develops in an area of

Figure 1. Magnetic
resonance imaging
(cutaneous marker on
the studied lesion):
nodule in the right
perineal region,
hypointense in T1
sequences.

Figure 2. Cystic cavity lined by a fibrinoid material (T) with no
surrounding epithelial membrane. Below, lax conjunctive tissue
with few cells and myxoid changes (hematoxylin-eosin, x20).

aseptic necrosis that develops in the connective tissue of the
surface perineal fascia. This tissue becomes homogeneous
and loses its fibrous structure. Erythrocyte diapedesis
and a mild reactive inflammatory infiltrate may also be
observed.’* Some of these findings are reminiscent of
those of ischemic fasciitis found over bony prominences in
elderly patients; this provides a clue to the etiology of this
disorder.>*> Although not universally accepted, it seems
probable that the development of these lesions is linked to
the compression of the soft tissue between the saddle and
the ischial tuberosity, and to friction between the perineal
fascia and the bony structures due to movement of the
saddle; this could lead to collagen degeneration, myxoid
changes, and formation of the pseudocyst.!3
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Diagnosis of these nodules may be particularly difficult
if a history of cycling is not detected. The differential
diagnosis should be established with common minor
disorders (cysts and lipomas), and with other, rarer
and more important conditions such as aggressive
angiomyxoma. This rare variety of myxoid tumor can
infiltrate locally and is associated with a high risk of local
recurrence after resection, but it has no metastatic potential.
It generally affects young women and arises in the soft
tissue of the pelvis and perineum. Rare cases have also been
reported in men, where it develops in the scrotum and groin,
presenting as masses or nodules in these areas.®’

Treatment of these perineal indurations in cyclists is
generally surgical, although, if this is not possible because
the patient is a professional cyclist, conservative treatment
with rest and infiltrations of steroids or hyaluronidase may
be tried.!3

These cyclist’s nodules are a genuine handicap for
professional cyclists and contraindicate cycling for
amateur cyclists.!
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Perianal Verrucous Papules in a Patient With Bannayan-Riley-

Ruvalcaba Syndrome

B. Casado,? C. Gomez-Fernandez,? M. Feito,? and M.J. Gonzalez-Beato®
aServicio de Dermatologia. "Servicio de Anatomia Patoldgica, Hospital Universitario La Paz, Madrid, Spain

10 the Editor:

Bannayan-Riley-Ruvalcaba syndrome (BRRS) is
a rare autosomal dominant genetic disorder caused
in approximately 60% of cases by mutations on the
PTEN gene, a tumor suppressor gene on chromosome
10.} Typically, patients with this syndrome present
a triad of macrocephaly, genital melanotic macules,
and hamartomatous polyps in the intestine. Identical
mutations of the PTEN gene have been reported in 80% of
patients with Cowden syndrome, also known as multiple
hamartoma syndrome.? Both syndromes have been
reported in some families and some members may present
phenotypes corresponding to both entities.® In view of
the clinical and genetic overlap of BRRS and Cowden

syndrome, they are currently considered as different

phenotypic expressions of the same condition known as
PTEN syndrome.!? This spectrum also includes Proteus
and Proteus-like syndrome, in which PTEN mutations
are found in a smaller proportion of cases.!

There are numerous skin manifestations common to
BBRS and Cowden syndromes, including oral, facial, and
acral warts or verrucous papules, lipomas, tricholemmomas,
and inverted follicular keratosis.!®> The presence of
multiple trichilemmomas in the facial region is diagnostic
of Cowden syndrome.*

We report the case of a 33-year-old man with no family
history of interest who was diagnosed with BRRS on the
basis of a range of abnormalities, the most prominent
being marked macrocephaly with hypertelorism, slight
mental retardation, genital lentigines, intestinal polyps,
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gynecomasty, and pectus excavatum. Clinical suspicion
was confirmed by genetic study, in which a deletion was
detected on the PTEN gene.

In February 2007, he was diagnosed with colon
adenocarcinoma, which was resected without any coadjuvant
therapy. Fecal incontinence occurred as a sequela of the
operation. Later, during a follow-up colonoscopy, a large
number of perianal skin lesions were detected. Clinically
these were suggestive of condylomata acuminata, and so the
patient was referred to our clinic. The patient and his family
denied that he had had sexual contact.

On physical examination, a verrucous erythematous
pinkish plaque was observed on which multiple papillary
and lobulated lesions of differing sizes were present. These
were mostly sessile with a highly vascular appearance and
bled on minimal contact (Figure 1). No other similar
lesions were found on the rest of the body surface.

WEe excised one of the lesions for histopathological study.
A polypoid lesion was observed with a connective tissue
core, epidermal hyperplasia with hypergranulosis, and
dermal papillae with numerous dilated vessels suggestive
of a common wart (Figures 2 and 3). Typing was positive
for human papilloma virus (HPV) 11, considered a
mucosal subtype with low oncogenic risk.

In both BRRS and Cowen syndrome, loss of PTEN
gene functionality leads to disorganized cell proliferation
and failure of apoptosis. The 2 syndromes share a range of
pseudoverrucous mucocutaneous manifestations, although
these were first described in Cowen syndrome.! They
might arise from an overgrowth of the epithelium of the
follicular infundibulum due to the mutation.* Clinically,all
these lesions may resemble one another, and so histological
analysis is necessary to correctly characterize them.>

Different studies performed exclusively in patients
with Cowen syndrome have attempted to clarify the
role of HPV in pseudoverrucous lesions, but the results
have been contradictory>® Initially, in 1991, using
immunohistochemical techniques, Hori demonstrated
the presence of the HPV common antigen in an inverted
follicular keratosis.*

In 2002, Schaller et al® undertook typing of HPV in
predominantly facial lesions. They managed to isolate
DNA from the virus in most cases and concluded,
therefore, that HPV could be the causative agent in most
verrucous lesions associated with Cowden syndrome.
However, in another study, Ruhoy et al® attempted to
isolate HPV DNA in inverted follicular keratoses excised
from a patient with Cowden syndrome and obtained
negative results.

Nevertheless, there are currently several studies that
claim that HPV has a reservoir located in hair follicles
and that it can remain latent for long periods without
causing any clinically detectable skin lesions,” and so an
etiologic connection is difficult to confirm.’

Figure 1. Perianal verrucous erythematous pinkish plaque, with
multiple polypoid lesions with a highly vascular appearance at
the surface.

Figure 2. Hematoxylin-eosin, x10.

Figure 3. Hematoxylin-eosin, x40.

The patient is now receiving treatment with carbon
dioxide laser light with good results. New lesions will
continue to appear, however, while the patient remains
anally incontinent.
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We wish to highlight the importance of the numerous
characteristic lesions associated with these PTEN
syndromes. The pathogenesis has yet to be clarified, but
often these lesions are the first manifestation of a set of
genetic diseases in which there is a high risk of developing
malignant tumors at different sites.
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