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Protein p16 role in seborrheic keratosis
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ABSTRACT

Introduction: Seborrheic keratosis (SK) is a disease of unknown etiology and pathogenesis. Keratomas grow slowly
for years. Their number grows significantly with age in some patients, resulting in cosmetic defect, while separate
elements remain in others not disturbing them subjectively. Details of the cell cycle destruction by the SK are
not revealed despite a number of studies. It is controversial whether tumor suppressor protein pl6 influences
growth and development of the tumor elements. Materials and Methods: An immunohistochemistry test with
monoclonal antibodies to pl6 was accomplished, 20 SK served as a material for the test, which were obtained from
patients with multiple SK - 10 people, and single SK (not more than 10 elements on the skin) - 10 people. Clinical
examination of patients was being conducted, using data from the anamnesis of concomitant somatic pathology.
Results: Intense cytoplasmic and nuclear staining of tumor cells was revealed by individuals with multiple SK in
70% by immunohistochemical test with monoclonal antibodies to pl6, 30% of the staining was moderate, diffuse.
A positive reaction with antibody to pl6 was diffuse, weak by patients with single SK in 80% of the cases, stain of
the single cells of the basal layer nucleus was recorded, in 20% the colour of the cells cytoplasm was intense, but
as separate focuses. The presence of insulin resistance was revealed from anamnesis by all patients with multiple
SK. Insulin resistance by patients with single SK was detected in 2 cases. Conclusions: The connection was found
between the intensity of the pl6 expression and the prevalence of SK. Given the presence of insulin resistance in
the anamnesis of patients with multiple SK, an assumption was made about an indirect effect of the pl6 expression
on hyperinsulinemia. The presence of focal intense reactions with antibodies to p16 by patients with single SK can
serve as a predictor of eruptions dissemination in future.

Key words: Seborrheic keratosis; Immunohistochemistry; Tumor suppressor protein pl6; Insulin

INTRODUCTION

Seborrheic keratosis (SK) is a benign epithelial tumor,
occurring mostly in patients after 35-40 years old, with
unclear etiology. The role of such factors as increased
sun exposure, carcinogens, human papilloma virus,
genetic predisposition has not been proven in the
development of SK [1,2]. Immunohistochemictry test
(IHC test) conducted to examine cell cycle regulators
(cyclin-dependent kinases and their inhibitors,
growth factors) disclosed violations of the cell cycle
by SK. The details of violations however remained
unclear [3,4].

Atheory of keratinocytes “aging” finds more supporters
when seborrheic keratoses. The aging prevents
unlimited and uncontrolled growth of damaged cells,
thereby preventing degeneration, but on the other
hand, increasing the cells resistance to apoptosis [5].
The main genes responsible for the process of “aging”
are genes which produce proteins pl6 and p53. In
human body the p16 is encoded by the gene CDKNZA,
located on chromosome 9 (9p21.3) [5-7]. The protein
pl6 was discovered by researchers in 1993 [8]. This gene
is involved in the development of both sporadic and
familial melanoma, glioma, when lung cancer, T-cell
leukemia. In addition, pl6 is currently studying as a
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prognostic biomarker for patients with squamous cell
carcinoma of the oropharynx, cervical cancer [9,10].

The pl6/INK4 gene is a tumor suppressor gene
belonging to the group of “cell cycle guardians”. At the
molecular level, the effect of the p16 protein is based on
the inhibition of the cell cycle regulators [11]. During
the G, phase, the activity of cyclin-dependent kinases
in a growing cell (Cdk) is blocked until the cell starts
the next cell cycle [12].

Inhibitors of cyclin-dependent kinases are divided into
two main families: Cip/Kip and INK4. The INK4 family
inhibitors block the Cdk4 and Cdko6 cyclin-dependent
kinases which control the G, cell cycle phase. The
Cip/Kip family inhibitors block the cyclin-dependent
kinase in conjunction with cyclin [7]. The p16 protein
is a cyclin-dependent kinase inhibitor participating
in the Rb/cyclinD/cdk4/p16INK4a biochemical
pathway [13]. pl16 is bound to kinases such as CDK4
and CDKG6, and this complex upsets the interaction
between kinases and cyclin D [14]. Inhibition of the
functions of the cyclin-dependent kinases results in
the hypophosphorylation of the pRB protein which
reduces the expression of E2F-dependent genes
and blocks cell transition from phase Gl to phase S
ensuring cell division and proliferation control [9,15].
Many sources confirm that disturbances in the G,
phase and G /S control point result in uncontrolled
tumor growth [12]. It is shown by experiments
that a reduced expression of pl6 results in pRB
hyperphosphorylation [14]. In malignant tumors, cells
overcome an increased expression of the pl6 gene
through its inactivation, by using hypermethylation
or deletion. Thus, the effect of that gene and its
product, the p16 protein, combines differently directed
processes: oncogenesis and aging, fixing them at
the opposite ends. At one end, hypermethylation,
mutations, and deletions of pl6 result in gene
control disruption and cancer development through
disrupted cell cycle control. Conversely, p16 activation
through DNA damage results in its accumulation in
tissues, suppressed proliferative activity, and cellular
senescence [15].

MATERIALS AND METHODS

Twenty tumors were used as study materials which
were surgically removed from 10 patients with multiple
SKs (more than 10 elements) and 10 patients with
single SKs. The SK diagnosis was made on the basis

© Our Dermatol Online 4.2016

of the results of clinicopathologic studies. The age
of the sick people varied from 46 to 75 years, with
women prevailing (70%). The most typical elements
of seborrheic keratosis on the body skin were selected
for studies, a maximum of 2 cm in diameter, flat,
moderately pigmented, with a hyperkeratotic surface.
The operational material was fixed in the 10%
neutral buffered formalin solution, with subsequent
preparation of paraffin blocks. The sections were
stained with haematoxylin and eosin. Primary
monoclonal antibodies of pl6 were used for IHC
tests, at a dilution of 1:200 (Novocastra Laboratories
Ltd.). The IHC reaction results were evaluated by
color intensity (pronounced, moderate, weak) and by
prevalence of cytoplasmic or nuclear staining.

RESULTS

High-grade diffused cytoplasmic response of antibodies
to pl6 was reported for 7 patients from the group
having multiple SKs (70%) (Fig. 1). In 3 cases (30%),
moderate-intensity cytoplasmic staining of the entire
tumor tissue was identified. Also, nuclear expression
of pl6 was present in all cases, essentially for basal
layer cells.

For the group having single SKs, weak diffused
cytoplasmic staining of tumor cells was reported for
8 persons (80%), with a positive response in individual
nuclei (Fig. 2). Intensive focal staining of the cell
cytoplasm was noted in 20% of cases. It was established
from the patients” medical histories that all patients
having multiple SKs were insulin resistant, with
5 persons followed up for pancreatic diabetes. There
were 2 insulin resistance cases registered for the persons
having single SKs.

DISCUSSION

Different foreign authors treat differently the pl6
expression difference and its role in the cell cycle. It is
considered that pl6 expression increases substantially
with age which may be a marker of cellular senescence
at the molecular level [16,17]. We did not reveal any
clear-cut relation between age and a more pronounced
pl6 expression in our study; both patient groups were
equal in terms of age structure which gives no reason
to believe that an increased pl6 is primarily explained
by age. Nor was the opinion that pl6 is a possible
malignant transformation marker for SK elements
confirmed. Thus, in studying 17 cases of seborrheic
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Figure 1: Expression of monoclonal antibodies to p16 for a
multiple-SK patient.
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Figure 2: Expression of monoclonal antibodies to p16 for a
single-SK patient.

keratosis with signs of Bowenoid transformation, Wu
YH et al. discovered an increased expression of pl6
and p21 in cells which is also typical for the Bowen
disease and Bowenoid papulosis. It was suggested that
they study p16 for patients having seborrheic keratosis
to identify possible malignant transformation of
elements [5]. In our opinion, for that suggestion to be
made, there should be other undoubted morphological
signs of a malignancy in place. Other publications, in
particular, Nakamura S. et al., revealed a pronounced
expression of the pl16 protein in all tumor cells for skin
samples from the SK affected area and associated it
with a disrupted cell eycle, blocking of the cell S phase
entry, and their premature aging, i.e. with apoptosis
inhibition, rather than with possible malignant
transformation [3]. However, in the study by Brueks
et al. of 10 acantholytic nevus cases of the acanthotic
and irritated types, the p16 protein expression level was
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medium and, in the author’s opinion, has no significant
role in SK pathogenesis [4].

The results of our study showed the following
distinctive feature: a significant expression of p16, both
cytoplasmic and nuclear, was reported for 70% of the
persons having multiple SKs who were also diagnosed
to be insulin resistant. A question arises concerning
a possible indirect effect of hyperinsulinemia on pl6
expression. Literature contains data indicating an
increased level of pl6 in the pancreatic gland during
aging which inhibits proliferation of beta cells and
reduces their ability to respond to damage. This is one
of the possible development mechanisms for “old age”
diseases, such as pancreatic diabetes, CAD, apoplectic
attack, etc. In our opinion, hyperinsulinemia causes
an increased proliferative activity of cells entailing an
increased expression of the pl16 suppressor protein and
kinase inhibitor.

CONCLUSIONS

Based on p16 expression, one can assess the occurrence
of rashes for SK patients, given its substantial amount
identified for the persons having multiple elements. We
consider the presence of an intensive focal reaction with
antibodies to p16 for 2 single SK patients as a marker of
further disease progression and the number of tumors
eventually increasing. The interrelation between an
increased expression of pl6 and insulin resistance
requires a further study to better understand the discase
pathogenesis and expand treatment options.

Statement of Human and Animal Rights

All procedures followed were in accordance with the
ethical standards of the responsible committee on
human experimentation (institutional and national)
and with the Helsinki Declaration of 1975, as revised
in 2008.

Statement of Informed Consent

Informed consent was obtained from all patients for
being included in the study.
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ABSTRACT

Introduction: Toxic epidermal necrolysis and Stevens—Johnson syndrome are acute life-threatening mucocutaneous
reactions to drugs. The aims of the study were to identify these drugs and characterize population prone to these
reactions. Materials and Methods: Data including demographics, culprit drug, clinical characteristics, course of
disease, treatment given, and therapeutic responses were retrospectively collected from medical records of 31 patients
admitted to Department of Dermatology from January 2009 to December 2014. Results: Drugs most commonly
involved in Stevens—Johnson syndrome were antimicrobials: ciprofloxacin, doxycycline, cefuroxime, trimethoprim,
amoxicillin, clindamycin, co-trimoxazole (50% of patients) and nonsteroidal anti-inflammatory drugs: ibuprofen,
naproxen, metamizole, piroxicam (29% of patients). Drugs involved in toxic epidermal necrolysis were antimicrobials:
sulfasalazine, co-trimoxazole, cefuroxime, clindamycin (71% of patients) and anticonvulsants: lamotrigine (29% of
patients). The comorbidities” characteristic for the group of patients affected by toxic epidermal necrolysis were
psychiatric and autoimmune disorders. The most common complication was infection. Two patients died and in
both cases the cause of death was sepsis. Conclusions: The study indicates that in observed population drugs with
the highest risk of most severe reactions are lamotrigine (anticonvulsant) and antimicrobials (most commonly
sulfonamides), therefore it is advisable to consider carefully administration of these drugs, especially to patients
with history of autoimmune reactions.

Key words: Stevens-Johnson syndrome; Toxic epidermal necrolysis; Adverse drug reaction; Retrospective study

INTRODUCTION

Toxic epidermal necrolysis (TEN) and Stevens—Johnson
syndrome (SJS) are acute life-threateningmucocutaneous
reactions usually to drugs characterized by extensive
necrosis and detachment of the epidermis plus
widespread erythematous or purpuric macules or flat
atypical lesions [1] (Fig. 1).

These two conditions are severity variants of an
identical process of epidermal necrolysis (EN)
that differs only in the final extent of body surface
involved: below 10% in SJS, from 10 to 30% in

overlap SJS/TEN and above 30% of the body surface
in TEN [1,2].

EN is a rare condition. The overall incidence of SJS
and TEN was estimated at 1 to 6 cases per million
person-years and 0.4 to 1.2 cases per million person-
years, respectively [1].

The skin reactions are mediated by cytotoxic T-cells
activated in response to the culprit drug. Among more
than 100 different drugs implicated, the associated with
the highest risk are: antibacterial sulfonamides, aromatic
anticonvulsants, allopurinol, oxicam nonsteroidal
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Figure 1: Detachment of the epidermis in toxic epidermal necrolysis.
By courtesy of Marek Opala.

anti-inflammatory drugs (NSAIDs), lamotrigine, and
nevirapine [1,3].

The treatment is based on prompt withdrawal of
the culprit drug and supportive care similar to burns
treatment. It is advisable to transfer patients with
extensive and rapidly progressing reactions to an
intensive care unit (ICU) or a burn centre. Steroids
administration is controversial due to their expected
etfect of decreasing the adverse reaction on one hand
and increasing susceptibility to infection on the other
hand. Other medicaments considered are: cyclosporine
A, intravenous immunoglobulin (IVIG), anti-I'NF.
Pharmacotherapy includes antibiotics when infection
1s suspected [1,3].

The main aims of the study were to identify drugs with
the highest risk of causing most severe adverse reactions
and to attempt to characterize groups of patients with

high risk of developing EN.

MATERIALS AND METHODS

The medical records of SJS/TEN patients hospitalized
at Department of Dermatology in The Infant Jesus
Teaching Hospital in Warsaw, Poland between 2009
and 2014 were retrospectively reviewed. Based on
the Algorithm for Assessment of Drug Causality in
Stevens—Johnson Syndrome and Toxic Epidermal
Necrolysis (Alden) [4] in 31 patients drug causality was
established. Other causes of skin reactions observed
among those patients were excluded as less probable.

Among patients with drug induced SJS/TEN
the following variables were observed: patient

© Our Dermatol Online 4.2016

characteristics (age, gender, ethnicity, comorbidities),
culprit drug, time interval between drug intake and
onset of symptoms (latent period), drug reaction
observed, factors associated with severity of illness
(SCORTEN) [5], systemic complications, length of
hospital stay, treatment given, and outcomes. The
SCORTEN scale includes: age, malignancy, tachycardia,
initial percentage of epidermal detachment, serum
urea, serum glucose and bicarbonate. Since bicarbonate
levels are not routinely determined in our department,
that value was excluded and modified score for toxic
epidermal necrosis (mSCORTEN) was calculated [5,6].

RESULTS

Twenty four patients were diagnosed with drug
associated SJS and 7 with TEN over a 5-year study
period.

Patient Characteristics

The patients’” age ranged from 19 to 87 years, with
a median of 41 years. The gender distribution was
20 females (65%) to 11 males (35%), but the difference
was not statistically significant (two-sided p-value =

0.074).

Twenty nine patients were Polish, one Russian, one
Ukrainian. All patients were Caucasian.

Atotal number of eighteen (75%) patients with SJS had
comorbidities. The most common comorbidities were
hypertension (20%), asthma and allergies (ingested,
contact and inhaled allergy) (16%), thyroid diseases
(16%). All of TEN patients (7/7) had comorbidities
including: psychiatric disorders (bipolar affective
disorder, paranoid schizophrenia (43%)), autoimmune
disorders (ankylosing spondylitis, psoriasis vulgaris,
rheumatoid arthritis, Hashimoto’s thyroiditis (57%)),
asthma and allergies (43%), or hypertension (43%).

Culprit Drugs (Table 1)

SJS was caused most frequently by antimicrobials (50%
of patients) and NSAIDs (29% of patients). In other
cases the culprit drugs were: antifungal medication
(two patients), angiotensin-converting enzyme (ACE)
inhibitor (one patient), carbamazepine (one patient)
and unithiol (one patient).

Most common causative agents in TEN were likewise
antimicrobials (71%), especially sulfonamides and
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anticonvulsant — lamotrigine (29%).

The latent period ranged from 1 to 30 days. In 40% of
cases it was shorter than 5 days, in 55% between 5 and
28 days and in 4% longer than 28 days. The average
latent period was 7 days. NSAIDs had the average latent
period of 3 days, antimicrobials of § days, antifungals
1 day and anticonvulsants 12 days.

Complications, Length of Stay and Outcomes

Fifteen patients (48%) had increased levels of
inflammatory markers including C-reactive protein
(CRP), erythrocyte sedimentation rate (ESR) or
white blood cell count (WBCs). Six of them had

Table 1: Culprit drugs
Drug (s)

Nr of SJS Nr of TEN
cases cases

Antimicrobials 12 5

Ciprofloxacin

Doxycycline

Clindamycin

Amoxicillin

Amoxicillin and Clavulanate

Cefuroxime

Trimethoprim

Sulfamethoxazole+trimethoprim

Sulfasalazine 2

NSAIDs

Naproxen

Ibuprofen

Metamizole

Piroxicam

Antifungals

Fluconazole

= NN = = = NN

Miconazole
Anticonvulsants
Carbamazapine
Lamotrigine 2
Others 2

Enalapril 1

Unithiol 1

T T R 1S N |

neutrophilia. Three patients (10%) had transaminitis.
One case of SJS was complicated by bacterial
conjunctivitis. Additionally two cases of TEN had
vascular complications: thrombophlebitis and varicose
vein bleeding.

The average length of stay of SJS and TEN patients
on the dermatology unit was 7.5 days and 16.3 days,
respectively.

There were no Cases of Mortality among SJS
Patients

Three TEN patients (43%) were transferred to ICU
(Intensive Care Unit). Two of them died of sepsis
caused by Methicillin-resistant Staphylococcus aureus
(MRSA) and Extended spectrum beta-lactamase
(ESBL)-producing bacteria. One of the patients who
died had high (3) and the other low (1) mSCORTEN
factor at the time they had been admitted to hospital

(Table 2).
Treatment

Twenty SJS patients received systemic steroids,
18 topical steroids, 18 antihistamines and 11
antibiotics whereas 5 TEN patients received
systemic steroids, 5 cyclosporine, 6 antibiotics,
2 IVIG and 1 plasmapheresis. The most intensive
treatment (IVIG, cyclosporine, systemic steroids and
antibiotics) received the two patients with reaction
to anticonvulsants (lamotrigine).

DISCUSSION

The analysis of the population of patients shows that
the SJS has much higher morbidity rate than TEN
(24 SJS to 7 TEN patients). In both groups patients
fall into two age categories: from 19 to 44 and from 57

Table 2: Values of mMSCORTEN among TEN patients. One point is given for each of six criteria present at the time of
admission (age >40 years, associated malignancy, heart rate >120 beats/min, detached body surface >10%, serum BUN >27 mg/dl,

serum glucose >250 mg/dl)

Drug Age Cancer Heartrate Detached Serum Serum mSCORTEN Risk of Outcomes
(BPM) body BUN glucose value mortality
surface  (mg/dL) (mg/dL) (%)
(%)

Lamotrigine 34 No 85 >10 20 118 1 3-12
Lamotrigine 34 No 88 >10 19 135 1 3-12 Transfer to ICU, death
Sulfasalazine 37 No 120 >10 28 113 3 35-58 Transfer to ICU
Cefuroxime 71 No 78 >10 88 159 3 35-58 Transfer to ICU, death
Clindamycin 76 No 75 >10 53 109 3 35-58
Sulfasalazine 30 No 70 >10 11 84 1 3-12
Sulfamethoxazole+trimethoprim 85 No 76 >10 38 119 3 35-58

© Our Dermatol Online 4.2016
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to 87 years. The most common comorbidities in SJS
group (hypertension, allergy, thyroid disease) closely
mirror those in general population though the share
of comorbidities with immune system malfunction
draws attention.

The comorbidities characteristic for the TEN group
are psychiatric and autoimmune disorders.

Due to genetic factors the epidemiology and
causative drugs differ significantly in different ethnic
populations [5,6].

In our study drugs most commonly involved in
SJS were antimicrobials and NSAIDSs and in TEN
antimicrobials and anticonvulsants which corresponds
with results of other European studies [7,8]. Most of
these drugs are evaluated as high or significant risk
drugs in EuroSCAR study [9]. The culprit drugs in
case of the two patients who died were lamotrigine
and cefuroxime.

The most common complication was infection.
Among TEN patients only one out of seven did not
require antibiotics. In two cases the infection led to

death.

So far no single major HLA-related genetic risk
factor was identified for lamotrigine-induced severe
cutancous adverse reactions (SCARs) among patients of
Furopean origin [10]. However success in establishing
correlation between reactions to carbamazepine and
HLA-B*1502 allele [11] encourages continuation of
the studies.

CONCLUSION

The study indicates that in observed population the
drugs with the highest risk of most severe reactions
are lamotrigine and antimicrobials (most commonly
sulfonamides). Due to cases of mortality and necessity
of long hospitalization and expensive treatment it is
advisable to consider carefully administration of these
drugs especially to patients with history of autoimmune
reactions.

© Our Dermatol Online 4.2016
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ABSTRACT

Introduction: The nails present various changes and discases due to age, and the elderly are no exception to this.
Aims: To learn about the most frequent nail diseases in elderly patients of our hospital unit. Methodology: A descriptive
study was performed on patients hospitalized at Hospital General de Enfermedades IGSS in medical services during
February and March 2015, to investigate the occurrence of nail diseases in hands and feet of elderly patients. All
the patients had a complete exam of finger and toe nails. Results: The alterations detected in fingernails were:
onychorrhexis, 36 (22.99%); half-and-half nails, 5 (5.75%); Leukonychia apparent, 3 (3.45%), onychoschizia, 3 (3.45%);
proximal fold hematoma due to oximeter, 3 (3.45%); onycholysis, 3 (3.45%); splinter hemorrhages, 3 (3.45%);
pterygium, 2 (2.30); worn-down nails, 2 (2.30); onychodystrophy, 1 (1.15%); nail biting, 1 (1.15%); parrot beak nails,
1 (1.15%), Beau’s lines, 1 (1.15%); paronychia, 1 (1.15%); trauma, 1 (1.15%); Beau’s ridges, 1 (1.15%). At fect level the
alterations found were: onychomycosis, 31 (29.52%); onychogryphosis, 16 (15.24%); pterygium, § (7.62%); overriding
toes, 5 (4.76%); platonychia, 5 (4.76%); pincer nails, 4 (3.81%); frictional melanonychia, 4 (3.81%); onychorrhexis,
4 (3.81%); onychodystrophy, 4 (3.81%); hematoma, 3 (2.86%), onycholysis, 2 (1.90%), koilonychias, 2 (1.90%), Beau’s
ridges, 2 (1.90%); Onychomadesis, 1 (0.95%); tile-shaped nails, 1 (0.95%); longitudinal groove, 1 (0.95%); distal nail
embedding, 1 (0.95%); anonychia, 1 (0.95%); micronychia, 1 (0.95%); pachionychia, 1 (0.95%); dyschromia, 1 (0.95%).
Conclusions: The alterations of finger and toe nails in the elderly are not exclusive of this group as they occur in the
general population except that in the elderly, the most frequent are onychorrhexis in hands and onychogryphosis in feet.

Key words: Elderly; Nails; Onychogryphosis; Onychomycosis
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RESUMEN

Antecedente: Las ufias presentan diferentes cambios y enfermedades segun la edad y las de los ancianos no son la
excepeion. Objetivos: Conocer las onicopatias mds frequentes en ancianos en nuestra unidad hospitalaria.

Metodologia: Se realizé un estudio descriptivo en pacientes hospitalizados del Hospital General de Enfermedades IGSS
de los servicios de Medicina durante los meses de febrero y marzo del afio dos mil quince para estudiar la presencia
de las onicopatias en pacientes ancianos de manos y pies. A todos los pacientes se les realizo examen completo de las
ufias de las manos y de los pies. Resultados: Las alteraciones detectadas en las ufias de las manos fueron: onicorrexis
36 (22.99%), ufias mitad-mitad 5 (5.75%); leuconiquia aparente 3 (3.45%), onicosquicia 3 (3.45%), hematoma PNF
3 (3.45%), onicdlisis 3 (3.45%), uiias en astilla 3 (3.45%), pterigién 2 (2.30), ufia brillosa 2 (2.30), onicodistrofia
1 (1.15%), onicofagia 1 (1.15%), uias en pico de loro 1 (1.15%), surco lineal 1 (1.15%), perionixis 1 (1.15%), trauma
1 (1.15%), surcos de Beau 1 (1.15%). A nivel de los pies, las alteraciones encontradas fueron: onicomicosis 31 (29.52%),
onicogrifosis 16 (15.24%), pterigién 8 (7.62), ortejo montado 5 (4.76%), platoniquia 5 (4.76%), uiias en pinza 4 (3.81%),
melanoniquia friccional 4 (3.81%), onicorrexis 4 (3.81%), onicodistrofia 4 (3.81%), hematoma 3 (2.86%), onicdlisis
2 (1.90%), coiloniquia 2 (1.90%), surcos de Beau 2 (1.90%), onicomadesis 1 (0.95%), ufas en teja 1 (0.95%), estria
longitudinal 1 (0.95%), encajamiento distal 1 (0.95%), anoniquia 1 (0.95%), microniquia 1 (0.95%), paquioniquia
1 (0.95%), discromia 1 (0.95%). Conclusiones: Las alteraciones de las ufias de las manos y de los pies en ancianos
no son exclusivas de éstos ya que son vistas en la poblacién normal excepto que en los ancianos es mas frecuente la

onicorrexis en manos y la onicogrifosis en pies.

Palabras claves: Vejez; Unas; Onicorrexis; Onicogrifosis; Onicomicosis

INTRODUCCION

Los efectos insidiosos del envejecimiento pueden
detectarse en personas que, incluso en ausencia de
enfermedades, al comenzar el envejecimiento se inicia
el declive progresivo de muchas funciones fisiolégicas
y morfoldgicas, en general los cambios fisicos en los
6rganos sin olvidarnos, claro, de los anexos de la piel ya
que las unas de las manos se vuelven mas quebradizas,
en tanto que las de los pies, se tornan gruesas y opacas.

Eistos cambios caracteristicos de las ufias, forman parte
del proceso natural del envejecimiento el cual, segin
la Asociacion Internacional de Psicogeriatria (IPA), se
clasifica en: adulto mayor joven 55-64 anos, adulto
mayor maduro 65-74 afos, adulto mayor 75-84 anos,
ancianos mayores de 85 afos, nonagenarios y centenarios.

MATERIAL Y METODOS

Se realizé un estudio descriptivo en pacientes
hospitalizados del Hospital General de Enfermedades
IGSS de los servicios de Medicina durante los meses de
febrero y marzo del afio dos mil quince para estudiar la
presencia de las onicopatias en pacientes ancianos de
manos y pies sin importar motivo de hospitalizacion.
A todos los pacientes se les realizo examen completo
de las unas de las manos y de los pies. El diagnéstico
fue hecho por el primer autor del estudio.

RESULTADOS

Se estudiaron un total de 71 pacientes, 51 del sexo
masculino (71.83%) y 20 del femenino (28.17%);
los grupos de edad fueron distribuidos acorde a

How to cite this article: Chang P, Dominguez K. Onicopatias en ancianos. Reporte de 71 casos. Our Dermatol Online. 2016;7(4):385-390.

Submission: 08.02.2016; Acceptance: 11.04.2016
DOI:10.7241/ourd.20164.105

© Our Dermatol Online 4.2016

386



www.odermatol.com

la clasificacion de la Asociacion Internacional de
Psicogeriatria 55-64: 17 (23.94%), 65-74: 27 (38.02%),
75-84:15 (21.12%) y mayores de 85 afos: 12 (16.90%).

En nuestro estudio se evaluaron 71 personas, incluyendo
hombres y mujeres, de los pacientes que estaban
hospitalizados en los servicios de medicina. El paciente
anciano mds joven tenfa 60 afos y el de mayor edad
89 anos.

Los motivos de hospitalizaciéon fueron: enfermedad
renal cronica: 15 (21.13%); diabetes mellitus:
7 (9.86%); neoplasias: 7 (9.86%); insuficiencias
cardiacas: 6 (8.45%); hemorragia gastrointestinal
superior: 5 (7.04%); alteraciones pulmonares:
5(7.04%); hepatopatias: 4 (5.63%), Sepsis: 3 (4.22%);
enfermedades hematolégicas 3 (4.22%); célculo renal:
2 (2.81%); evento cerebro vascular: 2 (2.81%); litiasis
vesical: 2 (2.81%); obstruccién por adherencias:
2 (2.81%); retencion de azoados: 1 (1.40%); ictiosis
vulgar: 1 (1.40%); urticaria: 1 (1.40%), prurito
senil: 1 (1.40%); peritonitis: 1 (1.40%); pancreatitis:
1 (1.40%).

De los 71 pacientes, 50 (70.42%) presentaron cambios
en las unas de las manos y 63 (88.73%) en las de los pies.

Las alteraciones detectadas en las unas de las manos
fueron: onicorrexis 36 (22.99%) (Fig. 1), unas
mitad-mitad 5 (5.75%) (Fig. 2); leuconiquia aparente
3 (3.45%), onicosquicia 3 (3.45%) (Fig. 3), hematoma
del pliegue proximal por el uso del oximetro 3 (3.45%)
(Fig. 4), onicélisis 3 (3.45%), hemorragias en astilla
(Fig. 5) 3 (3.45%), pterigion 2 (2.30), una brillosas por
rascado 2 (2.30), onicodistrofia 1 (1.15%), onicofagia
1 (1.15%), ufia en pico de loro 1 (1.15%), surco lineal
1 (1.15%), perionixis 1 (1.15%), trauma 1 (1.15%),
surcos de Beau 1 (1.15%).

Figure 1: Dferentes aspecto de la onicorrexis en ufias de manos.
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Anivel de los pies, las alteraciones encontradas fueron:
onicomicosis 31 (29.52%) (Fig. 6), onicogrifosis
16 (15.24%) (Fig. 7), pterigion (Fig. 8) 8 (7.62), ortejo
montado y platoniquia (Fig. 9) 5 (4.76%), (4.76%),
unas en pinza 4 (3.81%), melanoniquia friccional
4 (3.81%), onicorrexis 4 (3.81%), onicodistrofia
4 (3.81%), hematoma 3 (2.86%), onicdlisis 2 (1.90%),
coiloniquia 2 (1.90%), Surcos de Beau 2 (1.90%)
(Fig. 10), onicomadesis 1 (0.95%) (Fig. 11), unasen teja
1 (0.95%), estria longitudinal 1 (0.95%), encajamiento

Figure 2: Uas mitad mitad por insuficiencia renal crénica.

Figure 3: Oicosquicia y onicorrexis.

Figure 4: Hematoma del pliegue proximal por el uso de oximetro.
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Figure 7: Onicogrifosis.

distal 1 (0.95%), anoniquia 1 (0.95%), microniquia
1 (0.95%), paquioniquia 1 (0.95%), discromia 1 (0.95%)
(Tabl. 1).

DISCUSION

Los trastornos en la funcion de las unias ocurre de forma
similar, tanto en mujeres como en hombres, en adultos
de edad avanzada especialmente después de los 65 anos.

© Our Dermatol Online 4.2016

Figure 8: Pterigion dorsal.

Figure 10: Surcos de Beau en primer ortejo izquierdo.

Esto ocurre, ademads del proceso cronoldgico normal, a
partir de cambios estructurales locales, (articulaciones,
los musculos, los tendones, los huesos, los nervios y los
receptores, el suministro de sangre, la piel y unas) [1]
patrones de la marcha, traumas repetidos, tipo de
calzado, cuidado incorrecto del pie que es mucho mds
frecuente el descuido por parte del género masculino
y diversas enfermedades que pueden afectar la salud
de las unas.

FEl crecimiento lineal de las unas disminuye
aproximadamente 0.5% por afio entre las edades

comprendidas de 20 a 100 afnos [2]. El crecimiento
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Figure 11: Onicomadesis primer ortejo derecho.

Tabla 1: Onicopatias de manos y pies en ancianos

Alteraciones Uhas Alteraciones Uhas
ungueales de manos ungueales de pies
No. % No. %
Normales 21 22.99 Normales 7 6.67
Onicorrexis 36 41.38  Onicomicosis 31 2952
Unas Mitad Mitad 5) 5.75  Onicogrifosis 16 15.24
Leuconiquia aparente 8 3.45 Pterigion 8 7.62
Onicosquicia 3 3.45  Ortejo montado 5 4.76
Hematoma Pliegue 3 3.45 Platoniquia 5 4.76
proximal por oximetro
Onicdlisis 3 3.45 Ufas en pinza 4 3.81
Hemorragias en 3 3.45  Melanoniquia 4 3.81
Astilla friccional
Pterigion 2 2.30  Onicorrexis 4 3.81
Ufa brillosa 2 2.30  Onicodistrofia 4 3.81
Onicodistrofia 1 1.15 Hematoma 3 2.86
Onicofagia 1 1.15  Onicdlisis 2 1.90
Ufa en pico de loro 1 1.15 Coiloniquia 2 1.90
Surco lineal 1 1.15 Surcos de Beau 2 1.90
Perionixis 1 1.15 Ufas en Teja 1 0.95
Trauma 1 1.15  Onicomadesis 1 0.95
Surcos de Beau 1 1.15  Estria longitudinal 1 0.95
Encajamiento distal 1 0.95
Anoniquia 1 0.95
Microniquia 1 0.95
Paquioniquia 1 0.95
Discromia 1 0.95

predomina en las unias de las manos, siendo la tasa
normal de crecimiento de placa ungueal en promedio
de 3.0 y 1.0 mm/mes en unas de manos y pies
respectivamente [3] al igual que en la extremidad
dominante, probablemente debido a un menor
trauma, acelera el crecimiento de las unas [4]. El
espesor promedio normal de las unas en mujeres es de
0.6 mm y en hombres de 1.65 mm [3]. Sin embargo
con ¢l envejecimiento, el espesor de la placa ungueal
se debilita en las unias de la manos y se tornan mas
gruesas y secas, opacas y de superficie menos lisa
en los pies. El contenido de calcio y hierro de las
unas en el envejecimiento se aumenta y disminuye,
respectivamente [5].

Las alteraciones ungueales en la vejez se deben a la
reiteracién de agresiones externas y se atribuye en
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parte a la arterioesclerosis sin necesidad de evidencia
de obliteracion de los vasos. Es importante también
recordar que en el anciano se torna dificultoso llevar a
cabo cuidados higiénicos y la influencia que causa sobre
el organismo el consumo de ciertos medicamentos y
de ciertas enfermedades como las hepaticas, cardiacas,
tiroideas y nefropatias.

Los cambios seniles relacionados con la morfologia
de la superficie de la una, incluye alteraciones
en el espesor, contorno por la disminucién de la
curvatura longitudinal y el aumento de la convexidad
transversal [3], superficie y coloracion.

Las estrias longitudinales también llamada onicorrexis
es una onicopatia asociada a la senilidad puede
acompanarse en ocasiones con fragilidad distal,
las pueden adquirir diferentes formas como son
la platoniquia, coiloniquia como resultado del
adelgazamiento de la unia y unas en pinza [3].

En la coloracién de la unia se puede observar que
varia desde coloracion blanca, amarilla, marrén o gris
con aspecto opaco y palido. Una coloracién peculiar
observada en torno a la quinta parte de las personas
mayores de 70 anos de edad son las unas napolitanas,
que se caracteriza por ldnula ausente, ademds de 3
bandas horizontales de color blanco (proximal), rosa
(medio) y opaco (distal) [3].

La ldnula, aunque no es visible en todos los dedos, se
observa mas consistentemente en las unas del dedo
pulgar, indice y en las de los pies, estudios revelan que
el tamano de la lunula disminuye con la edad y son poco
visibles o ausentes esto se ha notado previamente como
un cambio de unas relacionada con el envejecimiento
en las personas de avanzada edad [2].

Los capilares de las unas muestran frecuentes
distorsiones en las personas a partir de los 70 afios la
cual puede explicar las hemorragias en astilla, que son
mds comunmente traumaticas en los ancianos, de color
negro y situado en el tercio medio o distal de la una [5].
Las hemorragias en astilla ocasionada por enfermedades
sistémicas son a nivel proximal y de color rojo.

La onicomicosis es también una afeccién ungueal
prevalente en ancianos. Es la infeccién mds comun
de las unas, representando la mitad de todas las
enfermedades ungueales presentando ocasionalmente
hoyuelos profundos [6], siendo la onicomicosis
subungueal distal y lateral la mds coman [3].
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La onicogrifosis, trastorno caracterizado por la
hipertrofia y la curvatura excesiva de las unas, también
conocidas como cuerno de carnero [7]. Las uiias reducen
su velocidad de crecimiento, aumentan su grosor y se
vuelven opacas y mds duras por aumento proporcional
de la queratina [7,8], por traumatismos o trastornos
vasculares periféricos, pero mds a menudo secundaria
alanegligenciay el fracaso para cortar las unas durante
largos periodos de tiempo [7]. Su frecuencia radica en
unas de los pies, aunque también se han reportado en
unas de las manos. Se observa con mayor frecuencia
por trastornos de la edad avanzada [9].

Onicdlisis, mas frecuente por traumatismos, debido a la
separacion de lalamina del lecho ungueal que progresa
del extremo distal a proximal [5].

La onicosquicia y la onicorrexis son alteraciones del
plato ungueal que condicionan la fragilidad de las
unas [6,9] causada por constantes traumatismo, siendo
directamente afectada por la edad del paciente.

Los dedos en garra o camptodactilia o campodactilia,
presenta una tasa del 60 al 80% segtn los estudios, en
personas de 70 anos [9,10]. Afecta habitualmente al
segundo y quinto dedo y a menudo es bilateral [10].
Segtin el tipo de garra, se establecen diferentes zonas
pro tuberales en las que se forma las voluminosas y
dolorosas hiperqueratosis en las personas ancianas que
no pueden llevar a cabo una cotidiana higiene podal.
Etiol6gicamente se describen la garra congénita, garra
secundaria a una patologia y la mds importante, dentro
de las personas ancianas, la de origen funcional la cual
se origina por mala mecdnica del pie [11].

Las deformidades de los ortejos pueden asociarse con
hallux valgus o juanctes el cual es un padecimiento
progresivo presentandose asi en el pie geriatrico [12],
de esta manera el dngulo del hueso metatarsiano se
modifica debido a factores hereditarios y uso de calzado
inadecuado con punta estrecha y fundamentalmente
con tacon alto, ya que comprime el primer ortejo
y lo empuja hacia el segundo produciendo asi el
aplanamiento de la una, onicdlisis, onicodistrofia y
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coiloniquia. Por tales caracteristicas se documenta mds
en mujeres de mayor edad.

Statement of Human and Animal Rights

All procedures followed were in accordance with the
ethical standards of the responsible committee on
human experimentation (institutional and national)
and with the Helsinki Declaration of 1975, as revised
in 2008.

Statement of Informed Consent

Informed consent was obtained from all patients for
being included in the study.
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ABSTRACT

Eccrine Porocarcinoma is a rare, slow growing malignant tumor of eccrine sweat gland. The most common site of this
tumor is lower extremity. It is characterized histologically by anaplastic cells with eccrine ductal structures which may
be adjacent to a benign eccrine poroma. We present here a case of Eccrine Porocarcinoma in lower extremity, with a

brief review of the literature.

Key words: Eccrine carcinoma; Malignant eccrine poroma; Porocarcinoma; Eccrine poroma

INTRODUCTION

Fccrine Porocarcinoma (EPC) was first described by
Pinkus and Mehregan in 1963 [1]. It is a rare malignant
tumor but a fairly common type among eccrine
carcinomas [2]. EPC may arise denovo but often
develops from a benign eccrine poroma [3]. It usually
presents on the extremities and head in old patients as
asymptomatic, reddish, ulcerated nodule or plaque [4].
In 60% of cases EPC lesions occur on the lower
extremities [1]. Trauma and occupational radiation
exposure may have a role in tumor development [5,6].

Special immunohistochemical (IHC) staining is
essential for a definite diagnosis [1]. EPC may be
purely intraepidermal or invasive. Lymphovascular
invasion and distant metastasis could be seen in cases
of the Invasive tumors. High mitotic rates, presence
of lymphovascular invasion and tumor thickness more
than 7 mm could be associated with poor prognosis [7].

CASE REPORT

A 64-year-old male was visited in dermatology
outpatient clinic at Razi Hospital, Rasht, Iran. He had

a dome-shaped reddish nodule without any symptoms
or bleeding tendency on medial aspect of his right lower
leg which first appeared 8 months ago. In addition there
was an inflamed scaly erythematous nodule adjacent

to it (Fig. 1).

In clinical examination there were two nodules: a
3cm X 3 em reddish scaly firm nodule and a 1.5cm X
1.5c¢m soft nodule without pigmentation or pain, about
5 cm above the right medial malleus.

Our patient had no history of trauma, radiation or
contact with agrotoxic agents. He was doing well and
the lesions developed denovo without any preexisting
lesion in this region. The patient had a history of topical
antibiotic therapy with no improvement.

In physical examination there was no organomegaly or
lymphadenopathy. Clinical differential diagnoses were
squamous cell carcinoma, melanoma, adnexal tumors and
metastatic lesions. Skin biopsy was made from two sites:
the larger firm nodule and the smaller inflamed nodule.

Pathological study of the larger lesion revealed a neoplastic
skin tissue with overlying elongated epidermis composed
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of interconnection strands of atypical epithelial poroid
tumor cells with large vesicular nuclei, prominent
nucleoli and acidophilic cytoplasm bearing cytoplasmic
vacuolization, PAS positive hyaline globule like structures,
cystic and duct like spaces without decapitation secretion,
focal squamous differentiation with pushing border
down to deep dermis. Numerous mitoses were evident.
Surrounding dermis showed prominent plasmacytic
infiltration (Figs. 2a and b).

In THC study tumor cells were diffusely positive for
pancytokeratin. Carcinoembryonic antigen (CEA) was
positive more in ductal and cystic structures. Epithelial
membrane antigen (EMA) was positive in vacuolated as
well as ductal and cystic structures (Figs. 2 c-¢). S100
and HMB45 were negative in tumor cells. All of these

Figure 1: Two dome-shaped reddish nodules on medial aspect of the
right lower leg.

d] P

findings were more compatible with EPC. Pathologic
study of the smaller lesion was more compatible with
inflamed eccrine poroma.

Other laboratory tests and ultrasound examinations
of the abdomen and pelvis were normal. Past medical
history was negative. Tumoral lesion was excised with
a safe margin of 15 millimeters and skin graft was
done by a plastic surgeon. Pathologic study after total
excision reported tumor free margins with pushing
border down to deep dermis without subcutaneous
involvement, so sentinel lymph node biopsy was not
done. After 6 months follow up the patient was doing
well without any recurrence.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

DISCUSSION

Our patient was interesting because he was
simultaneously involved with benign eccrine poroma
and EPC on the lower extremity. EPC is a sweat
gland carcinoma and arise from the lower portion of
intraepidermal eccrine ducts [§]. EPC incidence is
estimated between 0.005% and 0.01% of cutancous
tumors. Benign eccrine poroma is more common on the
palms and soles which have the highest concentration
of eccrine glands, contrary to EPC which usually occurs
on the lower extremity (44%), trunk (24%) or head
(18%). EPC diagnosis is dependent on either significant

3 DS J P

Figure 2: (a, b) Elongated epidermis composed of interconnection strands of atypical epithelial poroid tumor cells with PAS positive hyaline globule
like structures, cystic and duct like spaces with pushing border down to deep dermis. (A: hematoxylin-eosin, original magnification x 10 — B: PAS
staining, original magnification x 40). (c) In IHC study tumor cells were diffusely positive for pan cytokeratin. (Original magnification x 10). (d) In
IHC study, CEA was positive more in ductal and cystic structures. (Original magnification x 40). (e) In IHC study, EMA was positive in vacuolated
as well as ductal and cystic structures. (Original magnification x 10).
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cytologic pleomorphism or an invasive growth pattern
in a tumor with eccrine differentiation. Presence
of eccrine type ducts is mandatory for diagnosis of
EPC [7]. It often develops from or adjacent to a
preexisting benign eccrine poroma with a longstanding
history or even from a seborrheic keratosis [1,3,7] so
all benign poromas should be totally removed (1), but
in one case report, all cases developed denovo [8]. It is
estimated that 18% of poromas go on to change to EPC
after a mean of 8.5 years [3]. It was interesting to us
because our patient did not have any preexisting lesion
and both lesions (EPC and benign inflamed poroma)
developed simultaneouly eight months before the first
visit. EPC might be entirely epidermal or could be
able to extend in to dermis; which both of them have
cystic lumina [1]. The prognosis of this tumor is still
questionable but recent reports have predicted more
indolent behaviors [8]. Several metastatic tumors have
been reported especially in primarily misdiagnosed
cases [9-11]. In another report, half of the patients had
inaccurate primary diagnosis [12]. The most important
differential diagnoses of EPC are inflamed poroma,
Bowen's disease, Paget’s disease, amelanotic melanoma,
metastatic adenocarcinoma. IHC studies with using
antibodies to CEA and EMA should be performed for
detecting ductal structures and PAS staining should
be done for detecting PAS-positive cuticle to rule out
metastatic adenocarcinoma [1]. In a clinicopathologic
study of 69 EPC cases mature well-formed eccrine ducts
with eosinophilic luminal cuticle were observed in 6§%
of cases and immature intracytoplasmic lumina was
reported in 32% of cases. Lymphovascular invasion was
present in 15% of cases [7]. Squamous differentiation
(5% of cases) and keratin pearl formation were reported
in EPC, similarly to squamous cell carcinoma [1,7]. In
case of our patient squamous differentiation, ductal
formation and intracytoplasmic lumina were seen,
and the tumor had pushing border in to the dermis
but there were not any infiltrative growth pattern and
lymphovascular invasion.

The gross size of a tumor has no significant association
with the prognosis [12]. Tumor depth greater than
7 mm, mitotic rate higher than 14 mitoses per
high power field, infiltrative growth pattern and
lymphovascular invasion are indicators of poorer
prognosis [1,7]. EPC is usually treated by surgical
excision with a safe margin of approximately 2 cm [8],
which is 80% curative [2]. Due to lymphatic spread
of EPC, sentinel lymph node biopsy might help us to

© Our Dermatol Online 4.2016

detect subclinical lymph node involvement [8] but
the role of lymphadenectomy is still questionable [2].
Chemotherapy and radiation have no place in treating
metastatic disease [9].

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.

Abbreviations and Acronyms

(EPC): Eccrine Porocarcinoma; (IHC): Immuno
histochemical; (CEA): Carcinoembryonic antigen;
(EMA): epithelial membrane antigen; (CK): Cytokeratin;

(PAS): Periodic acid-Schiff; (HMB45): Human
melanoma black 45

REFERENCES

1. Brown Jr CW, Dy LC. Eccrine porocarcinoma. Dermatologic
therapy, 2008;21:433-8.

2. Lozano Orella JA, Valcayo Penalba A, San Juan CC, Vives Nadal R,
Castro Morrondo J, Tunon Alvarez T. Eccrine Porocarcinoma:
Report of Nine Cases. Dermatol Surg, 1997;23:925-8.

3. Sawaya JL, Khachemoune A. Poroma: a review of eccrine, apocrine,
and malignant forms. Int ] Dermatol. 2014;53:1053-61.

4. Bottles K, Sagebiel RW, McNutt NS, Jensen B, Deveney K.
Malignant Eccrine Poroma; Case Report and Review of the
Literature. Cancer. 1984;53:1579-85.

5. Requena L, Sanchez M, Aguilar A, Ambrojo P, Yus ES.
Malignant metastatic eccrine poroma.Dermatologica.
1990:180:177-80.

6. Ruffliex C, Ramelet A. Porocarcinoma eccrine. Dermatologica
1985:170:202-6.

7. Robson A, Greene J, Ansari N, Kim B, Seed PT, McKee PH,
et al. Eccrine porocarcinoma (malignant eccrine poroma): a
clinicopathologic study of 69 cases. Am J Surg Pathol. 2001;25:710-20.

8. Shiohara J, Koga H, Uhara H, Takata M, Saida T. Eccrine
porocarcinoma: clinical and pathological studies of 12 cases]
Dermatol. 2007;34:516-22.

9. Marone U, Caraco C, Anniciello AM, Di Monta G, Chiofalo
MG, Di Cecilia ML, et al. Metastatic eccrine porocarcinoma:
report of a case and review of the literature.World ] Surg Oncol.
2011;9:32.

10. Goel R, Contos MJ, Wallace ML.. Widespread metastatic eccrine
porocarcinoma. ] Am Acad Dermatol. 2003;49(5 Suppl):S252-4.

11. Barzi AS,RuggeriS, Recchia F, Bertoldi I. Malighant metastatic eccrine
poroma. Dermatol Surg, 1997;23:267-72.

12. Luz Mde A, Ogata DC, Montenegro MF, Biasi L], Ribeiro LC.
Eccrine porocarcinoma (malignant eccrine poroma): a series of
eight challenging cases. Clinics (Sao Paulo). 2010;65:739-42.

Copyright by Rana Rafiei, et al. This is an open access article distributed
under the terms of the Creative Commons Attribution License, which
permits unrestricted use, distribution, and reproduction in any medium,
provided the original author and source are credited.

Source of Support: Nil, Conflict of Interest: None declared.

393



Our Dermatology Online

IE Report

Giant solitary trichoepithelioma with desmoplasia on

histopathology: An unusual finding

Sundeep Chowdhry’', Shikha Gupta', Anand K Verma?, Jagbir Singh', Paschal D’souza’,

Manish S Jain®

!Department of Dermatology, ESI PGIMSR, Basaidarapur, Ring Road, New Delhi-110015, India, *Department of Pathology,
ESI PGIMSR, Basaidarapur, Ring Road, New Delhi-110015, India, *Department of Plastic Surgery, ESI PGIMSR,

Basaidarapur, Ring Road, New Delhi-110015, India

Corresponding author: Dr Shikha Gupta, E-mail: dr_shikhaarora@yahoo.co.in

ABSTRACT

Trichoepithelioma is a well-recognized hamartoma of hair germ clinically presenting as solitary or multiple papules.
Uncommonly, it may present as a large solitary lesion, termed as giant solitary trichoepithelioma (GST). A 50-year old
man presented with a large, pedunculated mass over the root of nose obstructing visual field. It was excised and sent
for histopathological examination. H&E staining revealed in addition to characteristic features of trichoepithelioma,
a desmoplastic hypocellular stroma. After taking into account the clinical and histopathological features, a diagnosis
of GST was made. This case is the first case to the best of authors” knowledge describing desmoplastic stroma in a
case of GST. It is also noteworthy because it reports the largest GST described so far over the nose.

Key words: Desmoplasia; Giant solitary trichoepithelioma; Trichoepithelioma

INTRODUCTION

Giant solitary trichoepithelioma (GST) is an uncommon
variant of trichoepithelioma which usually occurs
on thigh and perianal region and measures several
centimetres in diameter [1]. Only 18 cases of giant
solitary trichoepithelioma (GST) have been described
so far across the world, the largest measuring 17 X
8 cm [2]. Four of these have been reported to occur
in the nasal area, the largest of which measured 3 x

2.5 cm [3].

The histopathology is similar to classical
trichoepithelioma, which is characterized by horn cysts
and aggregates of basaloid cells in superficial dermis. The
stroma surrounding these aggregates characteristically
has moderate number of fibroblasts[1]. However,
hypocellular desmoplastic stroma, a unique feature of
the desmoplastic variant of trichoepithelioma (DTE),
has not yet been described in GST, to the best of the
authors” knowledge.

The authors describe here a case of GST, the largest
reported so far in the nasal region with a histological
feature of desmoplastic, hypocellular stroma, which
initially led to diagnostic dilemma.

CASE REPORT

A 50 year old man presented with a mass over the
root of nose for past five years. It was insidious
in onset, asymptomatic, initially of pea-size and
gradually increased to reach the size of a tennis ball.
Initially unperturbed, the patient sought medical
advice when the swelling caused obstruction of
vision owing to its large size. There was no history
of trauma at the site. Past history and family history
were unremarkable.

On examination, a well-defined pedunculated mass
of size 10 X 8 X 6 cm was seen arising from the root
of nose adjacent to right medial canthus having a
pedicle measuring 3 X 2 cm (Fig. 1). The surface was
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irregular with few erosions, areas of depigmentation,
hyperpigmentation, crusting and atrophic scarring. On
palpation, it was non-tender, firm in consistency and
on manipulation, expressed scanty serous discharge.
The swelling was attached to the overlying skin
though not fixed to underlying structures. There was
no significant lymphadenopathy. The visual acuity,
slit lamp & fundoscopic examinations were within
normal limits, however due to its massive size, the
lesion obstructed most of the visual field of the right
eye and simultaneously resulted in deviation of the
nasal tip to left side.

The differential diagnoses considered were basal cell
carcinoma, large acrochordon, squamous cell carcinoma
and solitary giant trichoepithelioma.

The lesion was excised under local anaesthesia and
grafting was performed with donor skin taken from
right thigh. The excised specimen was sent for
histopathological examination. The H&E staining
of the non- ulcerated base of the lesion revealed a
benign adnexal tumor with uniform basaloid cells
arranged in islands as well as in narrow strands
(Fig. 2a). There was continuity with epidermis at few
places. The surrounding stroma was characteristically
desmoplastic showing hypocellular tissue with fibrosis
(Fig. 2b). There was homogenously cosinophilic
collagen along with mild inflammatory infiltrate in
superficial and mid dermis composed predominantly
of lymphocytes. Pilar differentiation with some
abortive hair follicles was seen (Fig. 2c). Also several
horn cysts were present. Foreign body giant cell
reaction was appreciable at few sites (Fig. 2b). The
margins were tumor free. Immunohistochemical

Figure 1: A large mass arising from the root of the nose obstructing
the visual field.

© Our Dermatol Online 4.2016

(IHC) markers cytokeratin (CK) 5/6 and CK 8 showed
positive results with focal and weakly positive staining
for Ber-EP4 and CK 20. Thus a histopathological
diagnosis of trichoepithelioma with desmoplastic
features was made.

The post-operative period was uneventful and the graft
was well taken up (Fig. 3). There has been no recurrence
one year after the surgery.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

Figure 2: (a) Rare cellular areas showing basaloid cells arranged in
islands and narrow strands (H&E 40x), (b) Marked desmoplasia, horn
cysts, foreign body giant cell reaction seen in dermis. Focal chronic
inflammatory infiltrate also seen (H&E 100x), (c) Basaloid cells in
strands and forming abortive hair follicles at few places (H&E 400x).

Figure 3: Well taken-up graft post excision.
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DISCUSSION

Trichoepithelioma is a hamartoma of the hair germ
which is said to represent the more mature end of the
spectrum of trichoblastoma. It may present as either
multiple lesions or a solitary nodule [4]. GST has been
described as a rare variant of trichoepithelioma by
some authors [1], while others classify it as a variant
of trichoblastoma [4].

The histopathology of GST shows features of classical
trichoepithelioma [4] which is characterized by islands
of uniform basaloid cells with small keratinous cysts
lined by stratified squamous epithelium. The stroma
is prominent and loosely arranged. Epithelial structures
resembling hair papillac or abortive hair follicles may
be seen. Rupture of keratinous cysts with extrusion of
keratinous debris may result in a small foreign- body
granulomatous reaction in stroma, which was also
observed in the present case. Immunohistochemical
staining of trichoepithelioma reveals strong reactions
for cytokeratins (CK) 5/6 and CKS8. Ber-EP4 is positive
focally in most trichoepitheliomas, contrasting with
the usual diffuse staining in basal cell carcinoma [5].

On the other hand, DTE represents a distinct
clinicopathological entity and is characterized clinically
by a 3-8 mm, annular indurated lesion on face with
depressed nonulcerated centre and histologically by
a triad of narrow epithelial strands, horn cysts and
desmoplastic stroma [1,4].

The management of GST includes excision of the
lesion to confirm the diagnosis as well as to allay
the discomfort associated with its large size. Local
recurrence is exceptional [4]. Surgical excision with
grafting was performed successfully in this patient.

[tis imperative here to discuss the causes of ‘desmoplasia’
which is a process of fibrosis induced by activation of
fibroblasts [6]. Desmoplastic changes have been
reported to occur following inflammation [7], other
types of tissue injury and neoplasm [6]. Inflammation is
commonly associated with the multiple familial variant
of trichoepithelioma, particularly the ones caused by
CYLD gene mutations [8,9].

In the present case, it may be hypothesized that
inflammation was in part responsible for the desmoplastic
changes occurring in the stroma. The cause of the
inflammation could be recurrent infections secondary

© Our Dermatol Online 4.2016

to the surface erosions. However, it is difficult to
conclusively comment on the same.

CONCLUSION

This case is being reported due to the unusually
large size (the largest described so far over the nose
and the 2" largest GST described overall) of nasal
trichoepithelioma as well as the histological evidence
of hypocellular fibrotic stroma in a lesion clinically
appearing as a GST. This finding has not been described
previously in the literature which prompted the authors
to report this case.

CONSENT

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

We herein describe a case showing eccrine syringofibroadenoma occurred on the dorsum of the right foot of a
46-year-old Japanese female. Histopathologic examination revealed anastomosing cords and strands of cuboidal
epithelial cells extending from the epidermis to the upper dermis, with a number of well-defined ducts suggesting
eccrine ductal origin. In addition, there were papillary tubular adenoma-like ductal structures lined by a few rows
of epithelial cells with papillary projections into the lumen surrounded by fibrous stroma in the mid-dermis. It
is of note that various histologic features showing different differentiation were seen in a single lesion of eccrine

syringofibroadenoma.

Key words: Liccrine syringofibroadenoma; Papillary tubular adenoma; Foot

INTRODUCTION

Eccrine syringofibroadenoma (ESFA) is a rare tumor
originated from eccrine ductal portion [1,2]. Clinically,
ESFA presents a solitary papule, nodule or plaque
to multiple lesions. Cases with multiple papular
or macular lesions have been often associated with
hereditary ectodermal dysplasia [3]. Recent findings
have classified ESFA into several groups including,
solitary ESFA, multiple ESFA with hydrotic ectodermal
dysplasia, multiple ESFA without associated cutaneous
findings, nonfamilial unilateral linear ESFA, and
reactive ESFA associated with inflammatory or
neoplastic dermatoses [4]. We report a case of solitary
ESFA which histologically showed various degrees for
sweat gland differentiation.

CASE REPORT

A46-year-old Japanese woman presented with a solitary,
2.3%2.0 cm tumor involving the dorsum of her left
foot over 10 years previously. The tumor was erosive,
red-colored, and elastic hard (Fig. 1). She, as well as

family members, did not have histories of ectodermal
dysplasia. Laboratory examination denied diabetes
mellitus. Histological examination of the totally
resected tumor showed the anastomosing strands of
cuboidal cells extending from the epidermis to the
upper dermis (Fig. 2a). In addition, syringoma-like
dilated eccrine sweat duct proliferation was also
observed in the mid-dermis (Fig. 2a). The epithelial
cords contained ductal structures lined by a few layers
of flattened cells. Well-defines ductal structures were
abundant with the proliferative cord cells (Fig. 2b).
Furthermore, ductal structures were found in the mid-
dermis surrounded by dense and hyalinized stroma
(Fig. 2¢), which were lined by two or more rows of
epithelial cells that partially form papillary projections
into the lumen (Fig. 2d). There was an inflammatory
infiltrate of mononuclear cells in the upper dermis with
an increased vascularity. Immunohistochemical study
was performed by a standard avidin-biotin peroxidase
technique. Formalin-fixed, paraffin-embedded sections
were prepared on poly-L-lysin coated slides, dewaxed,
rechydrated and rinced with phosphate buffered
saline (PBS). Endogenous peroxidase activity was
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Figure 1: Clinical appearance of the granulomatous tumor on the
dorsa of the left foot.

] o Pt a7
Figure 2: Histological view. (a) Lower magnification of tumors.
The tumors are consisted of anastomosing epithelial cord strands.
Syringoma-like dilated, eccrine duct proliferation is seen in the mid-
dermis. (b) Well-defined ductal structures consisted of a few layers.
(c) Proliferation of ductal structures lined by basaloid, elongated tumor
cells surrounded by fibrous stroma. (d) Higher magnification. Elongated
tumor cells are prominent into the lumen showing decapitation
secretion.
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Figure 3: (a) Immunoreactive cells for CEA are seen in the ductal
cells. (b) Immunoreactive cells for S-100 are seen in the epithelial cells.

blocked by treatment with 0.3 % H,O, in methanol
for 15 min. Sections were then incubated with the
primary antibodies against S-100 and carcinoembryonic
antigen (CEA) (Dakopatts, Dako Japan, Tokyo) at
room temperature, followed by incubation with biotin-

© Our Dermatol Online 4.2016

labeled secondary antibody, and finally avidin-biotin-
peroxidase complex. Sections were developed with
3,3-diaminobenzidine solution, dehydrated, cleared
and amounted. Negative controls were prepared with
omitting of primary antibodies and by the substitution
by isotype-matched control IgG. CEA was detected
on the tumor cells of ductal wall (Fig. 3a). S-100 was
detected on the cuboidal cells, whereas negative in the
ductal structure of ESFA (Fig. 3b). The neoplastic cells
were negative with monoclonal antibodies to desmin
and vimentin.

DISCUSSION

ESFA have been reported to occur in association with
inflammatory disorders such as bullous pemphigoid [5],
erosive palmoplantar lichen planus [6], lepromatous
leprosy [7], and diabetes mellitus [8,9]. In addition,
reactive ESFA has also been reported to occur
subsequently on the hyperkeratotic palms and
soles [10-15]. Our patient had histories of neither those
systemic diseases nor ectodermal dysplasia, but the
nodule existed on the dorsum of the foot for long time,
suggesting that the tumor was reactive to mechanical
stimuli rather than the true neoplasm. In our case,
it is of interest that papillary tubular adenoma-like
differentiation was partially noted as well as typical
ESFA. Papillary tubular adenoma was first described
by Abenoza and Ackerman that includes both papillary
eccrine adenoma and tubular apocrine adenoma [16].
The histological features are characterized by a relatively
well-circumscribed dermal tumor containing numerous
tubular and cystic structures with intradermal papillary
projections surrounded by fibrous stroma. Thus far,
more than 50 cases of ESFA have been reported,
however, to our knowledge, ESFA showing papillary
tubular adenoma-like lesions has not been reported.
Although ESFA is an eccrine tumor, the presence of
papillary projections and decapitation-like findings
seen In our case favor apocrine lesions. Ishiko et al. [17]
also reported the close association of both eccrine
and apocrine tumor in a single tumor. On the other
hand, two histopathological variants were noted in
separate portion of ESFA occurred in one patient [18].
Moreover, syringoma-like dilated sweat duct was
seen in the mid-dermis in our case. Sweat gland
proliferation has been previously reported in a variety
of inflammatory skin diseases, as well as benign and
malignant neoplasms [19]. Hara et al. [20] also reported
syringoma-like structures intimately associated with
epithelial cords in ESFA. Thus, syringoid ductal
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proliferation seems not to be rare. In this patient, ESFA
occurred on the dorsum of the foot which is susceptible
for chronic, recurrent stimuli. Since ESFA 1s suggested
to occur reactively in response to mechanical stimuli,
we speculate that various differentiation was also
induced during repair process.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Eccrine hidradenoma (EII) is a rare benign cutaneous neoplasm, believed to arise from the distal excretory duct of
the eccrine sweat glands. We report an exceptional lesion of eccrine hidradenoma localized to the breast and clinically
mimicking a carcinoma of the breast. Aim: We aim to describe the pathological characteristics of this lesion. We report
the case of a 59 year old woman. She presented with a right-sided breast nodule. Physical examination, found a mobile
firm nodule retracting the skin. By ultrasound examination, the tumor was hctcrogcncous and measured 11 mm in
great diameter. A local surgical excision of the nodule was performed. By histological exam, the diagnosis of EIl was
retained. The complement of immunohistochemistry was not requested. This tumor is usually confined to the dermis
or subcutancous layer without. EII of the breast is an uncommon site. Iistopathological confirmation is necessary
and wide excision of these tumors is the treatment of choice.

Key words: Breast; Eccrine hidradenoma; Benign tumor

INTRODUCTION

Eccrine hidradenoma is a rare benign cutancous
neoplasm, believed to arise from the distal excretory
duct of the eccrine sweat glands. Its histogenesis is not
well elucidated, therefore eccrine hidradenoma is also
known as nodular hidradenoma, clear cell hidradenoma
(CCH), eccrine acrospiroma, and eccrine sweat gland
adenoma [1,2]. We report an exceptional lesion of
eccrine hidradenoma localized to the breast and
clinically mimicking a carcinoma of the breast. We aim
to describe its pathological characteristics. Clinicians
and pathologists should be aware of this lesion and do
not confuse it with breast carcinomas.

CASE REPORT

We report the case of a female patient aged 59 years old
with no particular disease history. She presented with a

right-sided breast nodule dating of 6 months. Physical
examination, found a mobile firm nodule retracting
the overlying skin and measuring 10 mm in great
diameter, sitting at the inferomedial inner quadrant.
Left breast was normal, axillary and supraclavicular
lymph nodes were free. Ultrasound examination,
objectived an inferomedial right internal mammary
nodule, measuring 11 mm large, heterogeneous and
vascularized at the Doppler ultrasound examination.
A'local surgical excision of the nodule was performed.
Grossly, we described a fragment measuring 2,5/1 cm,
showing on cut section a well limited whitish firm
nodule measuring 1 cm. Histological examination
showed a well limited dermal nodule, encapsulated and
not connected to the epidermis (Fig. 1). It is represented
by compact lobules. The tumor cells are polygonal with
eosinophilic cytoplasm and non atypic nuclei (Fig. 2).
Characteristically, we noted the presence of some
cavities filled with lacquered appearance. Some lobules
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Figure 1: A well limited dermal nodule encapsulated and not connected
to the epidermis.

: \\:\Q ‘ 3 : P et NN
Figure 2: Tumor cells are polygonal with eosinophilic cytoplasm and
non atypic nuclei.

showed squamous differenciation. The diagnosis of
eccrine hidradenoma was retained. The complement
of immunohistochemistry was not requested.

DISCUSSION

Fccrine hidradenoma’s atfected more frequently women
than males [3]. It occurs commonly in middle-aged and
older adults, and can be found anywhere on the body
without predilection for a particular site [1]. However
common reported sites of origin of CCH are face, upper
extremity, axilla, trunk, thigh, the ear Lobule, scalp
and pubic region [4]. Although several skin adnexal
tumors arise in the breast tissue, CCH of the breast
Is an extremely rare entity [3,4]. It usually manifests
as an asymptomatic, solitary, firm, cutaneous nodule,
measuring between 5 and 20 mm in diameter. Several

© Our Dermatol Online 4.2016

reports of giant eccrine hidradenoma can be found in
the literature. The tumor is usually confined to the
dermis or subcutaneous layer without involving the
deep structures [1]. Its growth is slow, and a malignant
change is rare [1].

Malignant transformation is extremely rare, and eccrine
hidradenoma does not have a characteristic clinical
appearance; therefore, differential diagnosis from other
neoplasms, either benign or malignant, is only possible
after a histopathological evaluation [1].

Usually, CCH is difficult to diagnose cytologically
and in most studies, cytological diagno- sis was either
unconclusive or misdiagnosed as breast tumor [4].

On histopathological examinations these tumours
represent two types of cells, predominantly round cells
with clear cytoplasm and polyhedral cells with rounded
nucleus and slightly basophilic cytoplasm. The clear
cells contain glycogen and Periodic Acid-Schiff-positive,
diastase-resistant material, but no lipid. Focal
cystic change also seen. Rarely some lesions show
squamous differentiation which is observed in our case.
Furthermore, malignant transformation is possible
but extremely rare [3] and has been observed in only
few cases [4]. However, neither clinical behavior nor
histological features can predict malignant change. It
can occur in case of inadequate excision. Compared to
benign lesions malignant lesions has more tendencies
to invade local tissue [3].

Although the exact mechanism of invasion by benign
tumors has not yet been elucidated, benign tumor cells
might invade into the deep structures along nerves such
as the facial nerve and trigeminal nerve [1,2]. One report
explained the mechanism of metastasis of benign tumors:
the classical metastatic properties of malignant cells are
the consequence of genetic abnormalities; conversely,
benign metastasis can be explained by a mechanical
“squeezing” of neoplastic cells into the lymph vessels
after tumor overgrowth and/or trauma. Some autors
speculate that the tumor cells might migrate along the
lymphatics and/or by neurovascular permeation and
forme a remote mass separated from the main tumor.
Therefore, benign eccrine hidradenoma has a tendency
to show features of a malignant tumor, such as regional
metastasis and infiltration of the deep structures [1].

Immunohistochemistry (IHC) further aids in ruling
other differentials. CCH shows reactivity for P63,
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keratin, EMA, CEA, S-100 and Vimetin but negativity
for alpha-SMA, CD-10, ER, PR [4].

Complete surgical excision with safe margins and
regular follow-up is the treatment of choice for breast

CCH [4].

CONCLUSION

CCH should be considered in the differential diagnosis
of breast neoplasm on cytology. Awareness of these
lesions on cytology is essential to prevent misdiagnosis
and over treatment [4]. Histopathologic confirmation is
necessary and wide excision of tumour is the treatment

of choice [2].

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.

© Our Dermatol Online 4.2016

Written informed consent was obtained from the
patient for publication of this article.
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ABSTRACT

Skin diseases can be a first sign of internal malignancies. Acrokeratosis neoplastica or Bazex-syndrome is a rare obligatory
parancoplastic dermatosis. We report on a 51-year-old male patient who complaint about reduced physical working
capacity, swelling of fingers and toes. He presented with non-itching violaceous erythemato-squamous lesions on
nose, hands and feet. On examination we observed onychomadesis of finger nails. Thoracic computerized tomography
disclosed a tumor mass in the distal esophagus. Endosonography with trans-esophageal fine-needle biopsy confirmed
the diagnosis of esophageal squamous cell carcinoma. The knowledge of cutanecous parancoplasias allows an carlier

diagnosis of internal malignancies.

Key words: Parancoplastic skin discase; Acrokeratosis neoplastica; Bazex-syndrome; Esophageal squamous cell

carcinoma

INTRODUCTION

Human skin can be a mirror for internal disorders
including malignancies. The cutaneous signs and
symptoms may often precede the development of
clinical tumor-associated complaints. The so-called
cutaneous parancoplasias will help to identify internal
malignancies earlier [1].

We differentiate cutaneous parancoplasias in
facultative such as erythema gyratum repens and
obligate such as acrokeratosis parancoplastica. The
latter is also known as Bazex-syndrome. Bazex et al.
described the syndrome in 1965 in a patient with a
larynx tumor [2]. In 75% of cases Bazex-syndrome
develops before the diagnosis of malignancies.
Its diagnosis should lead to a detailed search for
cancer [3]. Associated tumors are mainly found
in pharynx and larynx (48.6%), lungs (17.7%), and
esophagus (10.6%) [2].

Here we report a 51-year-old male patient with Bazex-
syndrome and esophageal squamous cell carcinoma

(SCC).

CASE REPORT

A 51-year-old male patient was referred from the
rheumatologist for diagnosis of cutanecous lesions, that
developed during the last 5> months. He had a medical
history for arterial hypertension, chronic obstructive
pulmonary disease (COPD), and smoking. His medical
family history was unremarkable.

He noticed a reduced physical working capacity.
The patient also complaint about swelling of fingers
and toes. He had neither arthritis nor arthralgia or
morning stiffness, no dysphagia. Skin of nose, hands
and feet presented with violaceous erythema and
scaling (Fig. 1a and 1b). The lesions were not itching.
Fingernails demonstrated onychomadesis (Fig. 2).

Laboratory investigations were unremarkable for
routine lab, antinuclear antibodies, antibodies against
extractable nuclear antigens, citrullin, rheumatoid
factor. Neither cryoglobulins nor cold agglutinins were
detected. Immune fixation was normal. Only minor
iron-deficient anemia was noted.

He had no signs of vascular disorders.
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Figure 1: Acrokeratosis neoplastica (Bazex-syndrome). Violaceous
erythemato-squamous lesions resembling psoriasis. (a) Nose. (b) Feet
with edematous swelling of toes.

Figure 2: Hand in Bazex-syndrome with psoriasis-like cutaneous
lesions and onychomadesis of nails.

Computerized tomography (CT) disclosed a tumor
mass of the esophagus measuring about 36 x 39 mm
(Figs. 3a and 3b). Endosonography with trans-
esophageal fine-needle puncture was performed to
obtain tissue for histopathology. The diagnosis of a
squamous cell carcinoma (SCC) of the esophagus was
confirmed.

Palliative chemotherapy or radiotherapy were suggested
since the tumor could no longer been resected surgically.

DISCUSSION

Acrokeratosis neoplastica or Bazex-syndrome is a rare
obligate parancoplasia. The typical patient is older
than 50 years of age. There is a male predominance.
Tumors of upper airways and digestive tract are on top
of malignancies associated with Bazex-syndrome [2-7].

© Our Dermatol Online 4.2016

Figue 3: Computerized tomography of esophageal squamous cell
carcinoma. (a) Transaxial view and (b) sagittal view. The arrow in (a)
points to the tumor.

Cutancous symptoms resemble psoriasis with bluish or
violaceous erythema and scaling, onychodystropy, and/
or keratoderma. There is usually no pruritus. Typically,
these lesions occur symmetrical on acral body parts
like ears, nose, hands and feet [2-5]. Uncommon
manifestations include flexural Bazex-syndrome, which
was seen in a patient with tonsillar adenocarcinoma [6],
or genital involvement [7]. Histopathology of cutaneous
lesions is non-specific psoriasiform.

Our patient demonstrated onychomadesis of finger
nails like the patient of Graves et al [7]. Other
nail findings are subungual keratosis, yellowish
discoloration, ridging, and onycholysis [2].

We detected an associated esophageal SCC. The
patient had not reported any symptoms. Due to the
size and topography of the tumor curative surgery
was, however, no longer possible. Radiotherapy with
cumulative doses between 50 to 70 Gy leads to 5-year
survival rates of 23% [8].

In contrast to tumor therapy, treatment of cutaneous
Bazex symptoms is of minor importance. Moisturizers
and topical corticosteroids may be used but are not
very effective. On the other hand, Bazex-syndrome
disappears in more than 90% after successful tumor
therapy [9] but in other cases Bazex-syndrome persists
due to unknown reasons [10].
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ABSTRACT

Cutis vertisis gyrata is a rare skin disease characterized with convoluted folds and furrows formed from thickened skin
of the scalp. There are primary and secondary forms of the disease. We report a 22-years-old male patient with cutis
verticis gyrata associated with cerebriform intradermal nevus which represents a rare secondary form of the disease.

Key words: Cutis verticis gyrata; Secondary; Cerebriform intradermal nevus

INTRODUCTION

Cutis verticis gyrata is a rare disease, characterized by
skin folds and grooves resembling the brain surface [1]. It
is usually observed on the scalp but involvement of neck,
legs, buttocks and scrotum have also been reported [2].
Basically, it has been classified as primary (essential
and non-essential) and secondary cutis verticis gyrata.
The primary essential form evolves from normal skin,
on the other hand secondary forms can be associated
with neoplasms, inflammatory diseases, systemic and
congenital diseases [3]. Cutis verticis gyrata associated
with cerebriform intradermal nevi is among the rare
secondary forms. In this case report we present a case
of cutis verticis gyrate secondary to intradermal nevus.

CASE REPORT

A 22-years-old healthy man was admitted to our clinic
with complaints of curved areas of the scalp that he
had noticed 4 years ago. There was no history of trauma
and there was no similar complaints in the family.
Physical examination revealed slightly hyperpigmented
soft and deep folds in the right temporal region and
occipital regions of the scalp, in an area of about 9x5 cm
(Fig. ). The lesions were asymptomatic with palpation.
The nails and mucous membranes were normal. The

examination of the neurological and ocular systems were
normal. A skin biopsy was performed and the specimen
was stained with hematoxylin and eosin (Fig. 2 and 3).
Histopathological evaluation revealed intradermal nevi
composed of nevus cells in the dermis in full thickness
slot (Fig. 2). There was no cellular atypia. Solitary or
clusters of nevus cells containing varying amounts of
melanin in the dermis without a junctional component
(Fig. 3). As a result of these symptoms the patient
was diagnosed as cutis verticis gyrata secondary to
intradermal nevus. The patient was referred to Plastic
Surgery Clinic for total excision of the lesion.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

DISCUSSION

Cutis verticis gyrata; also known as pachyderma
verticis girate, cutis verticis plicata and “bulldog”
scalp syndrome was first described in 1837 by Jean-
Louis-Marc Albert. The term cutis verticis gyratqa
was first used in 1907 by Unna [4]. In 1953 Polana
Butterworth was grouped cutis verticis gyrata in
two groups as primary and secondary forms. The
primary form is divided into two as essential and

How to cite this article: Er O, Kiilci Cakmak S, Kayacetin S, Tamer E, Artliz F. Cutis verticis gyrata secondary to cerebriform intradermal nevus. Our Dermatol

Online. 2016;7(4):406-408.
Submission: 25.03.2016; Acceptance: 04.07.2016
DOI:10.7241/ourd.20164.111

© Our Dermatol Online 4.2016

406



www.odermatol.com

Figure 1: The deep folds extending in the right temporal and occipital
region.

Figure 2: The nevus cell nests in all the dermis layers. (HEx40).

Figure 3: The nevus cell nests (HEX100).

non-essential. The primary essential form is mostly
seen in men and the onset of the disease is during
or after puberty [5]. It is not associated with any

© Our Dermatol Online 4.2016

comorbidities. On the other hand the primary non-
essential form is related with many neurological
(microcephaly, mental retardation, cerebral palsy,
epilepsy) or ophthalmologic (cataract, strabismus,
blindness, retinitis pigmentosa) disorders [6].

The secondary form can be related with many disorders
such as osteoarticular diseases (pachydermoperiostosts,
acromegaly) that cause changes in the structure of
the scalp, pituitary tumors, intracerebral ancurysm,
amyloidosis, hypothyroidism, dermatofibroma, acanthosis
nigricans, acne conglobata, cerebriform intradermal
nevi, mucinosis, syphilis and diabetes mellitus type 2.
Furthermore it may be associated with various syndromes
such as Noonan syndrome, Beare-Stevenson syndrome,
Ehlers-Danlos Syndrome, “Michelin tire baby” syndrome,
Turner syndrome and fragile X syndrome [7].

Cerebriform intradermal nevus is a variant of congenital
melanocytic nevus growing on the scalp. It usually
occurs at birth or in the first year of life and it 1s more
common in women [8-10]. The mechanism of the
cerebriform appearance of the cerebriform intradermal
nevi 1s not clear. It 1s thought to be due to changes in
epidermis or multifocal hyperplasia of nevus cells [9]. It
1s usually seen as an assymetrical skin coloured or slightly
pigmented tumor, usually localized on the parietal and
occipital regions of scalp. It usually gradually expands
over the years. The size may vary from 2 to 25 cm,
sometimes even half or three quarters of the scalp can be
atfected [9]. There may be itching, tenderness, burning,
recurrent infections, bleeding or musty smell [§]. The
diagnosis is made by histopathological examination
by observing nevus cells in the dermis. Nevus cells
are well-defined slots or may be irregular and neuroid
transformation may be present. The hair follicles may
be normal or atrophic. Cerebriform intradermal nevus
has potential for malignant melanoma transformation
with a ratio of 4 to 5% [10]. Early diagnosis and surgical
excision of the lesion is recommended because of
malignant melanoma transformation risk and social,
psychological repercussions of the disease.

In our case, a biopsy was taken from the lesion to exclude
secondary causes and histopathological exmination was
consistent intradermal nevus. The patient was referred to
Plastic Surgery Clinic for the total excision of the lesion.
[t is important to recognize cutis verticis gyrate cases and
to investigate the etiology. Cutis verticis gyrata secondary
to cerebriform intradermal nevus has rarely been reported
in the literature and the diagnosis should not be missed
because of the risk of developing melanoma [10]. Our aim
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in this case report is to create awareness and provide case
of diagnosis to clinicians about cerebriform intradermal
nevus and cutis verticis gyrata.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Granular cell tumour is a rare soft tissue tumour of Schwann cell origin. This is usually solitary and benign but rarely
can be multiple and malignant. Most commonly involved sites are tongue, skin and subcutaneous tissue but can
occur at any site. Clinically, it can be misdiagnosed as dermal appendageal tumour or soft tissue tumour. Definitive
diagnosis is made by histopathological examination demonstrating sheets of large polygonal or round,granular cells
which are positive for S-100 on immunohistochemistry. Excisional biopsy is done as both diagnostic and curative
purpose. Regular follow up is needed to look for recurrence and malignant transformation. Here we document a case

of benign GCT in a 45 yrs old female.

Key words: Granular cell tumour; Schwann cell; Soft tissue tumour

INTRODUCTION

GCT is an uncommon tumour of Schwann cell origin
with an incidence of 0.017%- 0.029%, first described by
Abrikossoff as granular cell myoblastoma in 1926 [1-4].
[t most commonly occur in tongue but can occur at
any other sites presenting as an asymptomatic, solitary,
flesh coloured, firm or hard nodule in middle aged
persons [1]. In few cases,it can be multiple and rarely,
malignant transformation has also been reported. Fine
needle aspiration cytology (FNAC) or biopsy is done
to obtain the sample and diagnosis is confirmed by
distinctive histopathological features [2,3]. Excision
with wide margin is recommended due to ill defined
margins and risk of recurrence and malignancy.

CASE REPORT

A45yrs old female presented with asymptomatic,solitary,
well circumscribed, hyperpigmented, hard nodule of
size 2.5 cm X 2.5 cm on right side of lower part of
abdomen. One year back, it appeared as asymptomatic,
skin coloured, small papule which gradually increased in
size over 1 year up to the present size. Hyperkeratotic

changes were seen on its surface. There was no history
of trauma, infection or pre-existing dermatoses on the
same site. No such family history was noted.

General physical and systemic examination was not
remarkable. On local cutaneous examination, lesion
was solitary, well circumscribed, hyperpigmented, dome
shaped, mobile, non-tender, hard nodule (Fig. 1). There
was no history of trauma, oozing or bleeding from
the lesion or other cutancous sites. Telangiectasia,
ulceration or discharge was absent. Examination
of mucosa, hairs, nails and teeth were also normal.
Regional lymph nodes were not enlarged. All routine
investigations and laboratory parameters were within
normal limits and non contributory.

Excisional biopsy was done as both diagnostic and
therapeutic measure. During excision, tumour was
found to be ill defined and located in deep dermis
with yellowish-white cut surface. It was completely
excised with wide margins and specimen was sent for
histopathological examination. Histopathology revealed
non-encapsulated broad fascicles of tumour cells
containing irregular sheets of large, round cells with
indistinct borders surrounded by collagen and flattened
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fibroblasts (Fig. 2). The cells had pale cytoplasm filled
with abundant eosinophilic coarse granules, centrally
or eccentrically placed small oval nuclei and within
few cells, eosinophilic bodies with a clear halo called
as ‘pustule-ovoid bodies of milian” were seen (Fig. 3).
Nuclear atypia, mitoses and necrosis were not seen.
Based on these distinctive histopathological features,
diagnosis of GCT was made. After excisional biopsy,
wound was sutured with mersilk 3-0 and after healing of
the wound, patient was advised to follow up biannually.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

DISCUSSION

GCT is a rare soft tissue tumour, previously thought
to be of muscular origin but now accepted to be
originated from Schwann cell due to strong positivity
for S100 protein expression [2-5]. The common sites
of predilection are tongue, skin and subcutaneous
tissue. Other less common sites are nerve, breast,
scalp, abdominal wall, back, extremities, inguinal
region, lymph node, mediastinum, soft palate,
orbit, salivary glands, respiratory tract, vulva and
GIT [1-5] In the skin, it usually presents as single,
painless, mobile, well circumscribed, slow growing,
skin coloured, pink or greyish, firm or hard nodule
with smooth or hyperkeratotic surface located in
dermis or subcutancous layer [1,2]. Its size varies
between 5 mm-30 mm with a tendency to regress
partially over the time. It is more common in females
of 20-50 yrs of age group and in black population.
Multiple GCT’s have also been reported in less than
10% cases especially in children and may be associated
with certain syndromes,malformations and carcinoma
namely Noonan syndrome,Watson’s syndrome,
osteomuscular malformations, oculofacial alterations,
neurofibromatosis, squamous cell carcinoma of
esophagus, adenocarcinoma of prostate and small cell
lung carcinoma [6]. Most cases show benign behaviour
but on rare occasion, metastatic spread has been seen
in 1-2% cases suggesting malignancy [2].

It was classified by Fanburg-Smith et al. as benign,
malignant and atypical on the basis of six histopathologic
criteria: increased mitotic activity (>2 mitoses/10 hpf
at x 200 magnification), high nucleo-cytoplasmic ratio,
nuclear polymorphism, necrosis, spindling of tumour cells
and vesicular nuclei with prominent nucleoli [7]. Tumours

© Our Dermatol Online 4.2016

Figure 1: Non-tender, well circumscribed, hyperpigmented, dome
shaped, hard nodule.

Figure 2: Broad fascicles of large, polygonal, tumor cells arranged in
nests or sheets infiltrating the dermis and dermal structures. (H & E, x 10).

g S O,

: LSRN b :
Figure 3: The tumor cells containing round-to-oval nuclei and small,
eosinophilic granules uniformly filling the cytoplasm. (H & E, x 40)

and eosinophilic ovoid bodies (pustulo-ovoid bodies of milian) are
surrounded by a clear halo. (arrow).
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fultilling =3 criteria were classified as malignant, having
one or two criteria as atypical and cases displaying none
of the 6 criteria were classified as benign GCT.

Clinical picture is usually simulated by dermatofibroma,
fibroxanthoma, lipoma, keratoacanthoma,
neurofibroma, leiomyoma and leiomyosarcoma
which needs to be ruled out on histopahologic
evaluation [1-4]. On histopathology, H & E staining
of sample of GCT of skin characteristically reveal
non-encapsulated, irregular sheets of large round or
polygonal cells with indistinct cytological borders
containing abundantly eosinophilic, granular, pale
staining cytoplasm and centrally or eccentrically located
small, round or oval nuclei with fine chromatin and
inconspicuous nucleoli [2-4,8]. The granularity of
cytoplasm is due to massive accumulation of lysosomes
which may sometimes be larger and surrounded by a
clear halo called ‘pustulo-ovoid bodies of Milian’ 3,8].
Occasionally, cytological atypia, nuclear polymorphism
and prominent nucleoli may be present. Non-
specifically, epidermis is usually hyperplastic and may
show downward proliferation forming horn pearl due to
pseudocarcinomatous hyperplasia [5]. Other diseases
which also needs to be differentiated by histopathology
are thabdomyoma, rhabdomyosarcoma, alveolar
soft tissue sarcoma, schwannoma, paraganglioma,
hibernoma and melanoma. IHC further aids in the
correct diagnosis of GCT as granular cells are positive
for S-100, neuron specific enolase, vimentin, periodic
acid-schiff, inhibin-a, protein gene product 9.5 &
CD 68 and negative for EMA, cytokeratin, desmin,
myogenin, smooth muscle actin and HMB-45 [9].

FNAC should be done to make preoperative diagnosis
and plan for wide local excision with safe margin due
to poorly defined margins [3]. Further follow up is
advised to the patients to look for any recurrence and
malignant transformation. Adjuvant radiotherapy and
chemotherapy may be tried in case of recurrent and
metastatic forms of GCT respectively [10].

CONCLUSION

Having distinctive microscopic features,
histopathological examination should always be done

© Our Dermatol Online 4.2016

in case of any doubtful dermal soft tissue tumour to
prevent the misdiagnosis of granular cell tumour and
it is better be completely excised if accessible.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Dermatofibroma is a benign lesion of the skin, characterized by a fibroblastic proliferation. It is usually a solitary
nodule, but some cases of patients diagnosed with multiple eruptive dermatofibromas have been reported. We herein
describe another rare case of numerous ill-defined nodules occurring in a patient on long term-dialysis. Microscopic

examination revealed typical features of dermatofibroma.
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INTRODUCTION

Dermatofibroma is a common benign skin tumor,
most often occurring as a solitary lesion. Multiple
eruptive dermatofibromas (MDF) have been reported
is few cases. They are characterised by the presence
of eruption reported within a short period of time of
at least 15 lesions. This entity is commonly occurring
on patients with underlying disease which is on more
than 80% of cases an immune-mediated disease. In
this report, we describe an additional case of multiple
dermatofibromas.

CASE REPORT

A 70 year old woman presented with multiple (more
than 15) yellowish and irregular papules and nodules
developed within a period of 2 months (Fig. 1). They
were distributed asymmetrically all over arms and
thighs, ranging from 0.5 to 1 cm in diameter. She had
medical history of chronic renal failure requiring regular
dialysis since 10 years. There was no other systemic
disease or any evidence of immunodeficiency.

Clinical examination revealed several firm, slightly
raised yellowish nodules, ranging from 0.5 to 1 cm in

diameter. The patient underwent excision-biopsy of a
lesion of the arm.

Microscopic examination showed an epidermal
hyperplasia with fibroblastic cell proliferation extending
into the deep dermis. It was made of whorling fascicles
of spindle cells with excessive collagen deposition
(Figs. 2-4).

Ethics

This study was performed on human subjects; thus, all
patients were aware of the presence of the study and they
were fully informed about the drug and its side-effects.

DISCUSSION

Dermatofibroma (DF) is a benign fibrohistiocytic
tumor which commonly occurs as a solitary lesion over
lower extremities, more frequently in women than
men. Few cases of multiple eruptive dermatofibromas
have been reported accounting for less than 0.3% of all
dermatofibromas.

Although the etiopathogeny of this entity is still
unknown, they have been frequently reported in
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Figure 1: Fistula for hemodialysis associated to Several irregular red
papules in the arm.

Figure 2: Epidermal hyperplasia with diffuse fibroblastic proliferation
extendind in the deep dermis. (HE x 100).

association with autoimmune diseases or altered
immune states, such as, in patients with HIV
infection, lupus, chronic myelogenous leukemia, or
organ transplant [1-4]. Aetiology of MDF is unknown.
However, more than half of patients have underlying
diseases, and more than 80% of the underlying diseases
are immune mediated. MDF may be associated with
autoimmune diseases or altered immune states, such as,
in patients with HIV infection, lupus, dermatomyositis
chronic myelogenous leukemia, or organ transplant.
Also, Immunosuppressants drugs such as methotrexate
and corticosteroids might cause MDF [5].

In this condition, multiple DF may be considered as
a potential manifestation of an immune-mediated
disease. Familial cases suggesting a genetic disorder have
also been reported [6]. Our review of literature revealed
that 22 of 72 subjects were otherwise healthy [7].

© Our Dermatol Online 4.2016

Figure 3: Fibroblastic proliferation showing storiform pattern.
(HE x 200).

Figure 4: Fibroblastic proliferation mixed with bundles of collagen.
(HE x 400).

In this report, we describe the case of multiple DF
occurring in a patient on dialysis for chronic renal failure
but without any evidence of other immunosuppressive
condition.

To our knowledge, this association has not been
reported previously.

Many authors have defined “multiple
dermatofibromas” as the presence of at least 15
lesions appeared in a short period of time [§].
Given that incipient cases might be omitted,
appearance of 5 to 8 dermatofibromas in 4 months
has been proposed as sufficient to establish diagnosis.
They are predominantly occurring on women and
usually asymptomatic lesions, but itching has been
reported in some cases. Eruptive dermatofibromas
generally present characteristic pathologic features
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distinguishable from the sporadic cases. They are
commonly showing a poorly circumscribed lesion
epidermal hyperplasia, prominent bundles of collagen
and a diffuse proliferation of fibroblastic cells. It may
present a storiform pattern extending into the deep
dermis and subcutaneous tissues.

CONCLUSION

Because of its frequent association to immune-
related disease, diagnosis of multiple eruptive
DermatoFibroma should always lead us to rule out
an underlying systemic diseases or the possibility of
immunodeficiency of the patient. However, in our case,
investigations didn’t reveal any evidence of systemic
disease or immune deficiency. Possibility of immune
disorder due to dialysis may be considered.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
Written informed consent was obtained from the
patient for publication of this article.
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ABSTRACT

Cutaneous metastatic carcinoma is an unusual clinical finding, with an estimated overall incidence of 5.3%. While it
is more frequently found in association with breast cancer than visceral malignancies, it is rarely identified until late
in the course of the disease, and quite uncommonly as the heralding manifestation of the underlying malignancy.
Because of the prevalence in breast cancer, it is important for primary care clinicians and dermatology specialists alike
to be aware of this potential presentation, and able to identify such cutaneous manifestations both in the post breast
reconstruction patient as well as the rare patient in which cutaneous manifestations arise as the first indication of the
underlying malignancy. This case presentation is an example of the latter situation, with infiltrating ductal carcinoma
(IDC) of the breast presenting as a small erythematous skin nodule in a young healthy patient with no known risk
factors for breast cancer and no initial radiographic abnormalities to indicate presence of the underlying malignancy
at the time of dermatologic evaluation. A review of the relevant literature is included to highlight key concepts.

Key words: Breast cancer; Cutaneous metastases; Invasive ductal carcinoma

INTRODUCTION

Breast cancer is the second most common malignancy
among women (after non-melanoma skin cancer), with
a lifetime risk of 13% [1,2]. Breast cancer is also the
malignancy in which cutaneous metastases are most
likely to manifest. While cutaneous metastases is
generally regarded as a rare occurrence, with prevalence
of 0.7 to 9 percent of all visceral malignancies, the
documented incidence in breast cancer is as high as
23.9% [2]. Cutaneous metastasis is also typically seen
as a late occurrence in the progression of metastatic
disease [3], but there are exceptions to this rule as
well, such as the case presented below in which the
cutaneous manifestations herald the underlying disease
process. Cutaneous lesions may also be the first sign
of recurrence after initial treatment of malignancy,
which has been more commonly reported in the
literature [4]. In all cases, the ability of clinicians to
identify cutaneous metastases can result in improved
outcomes for patients.

CASE REPORT

Our patient is a healthy 33 year old G2P2 Caucasian
female with menarche at age 12 and first live birth at
age 27. She used oral contraceptive pills for a total of 12yrs,
stopping in 2013 and has no personal or family history of
breast cancer. She initially noticed a skin lesion on her right
breast in July of 2015, described as a “bump” close to the
nipple that she originally thought was a bug bite. On initial
exam, approximately 10 days after presentation of the
skin lesion, she was found to have a rubbery, freely mobile
nodule, less than 1lmm in size, located at the 2 o’clock
position approximately 4cm from the right nipple. There
were no changes to breast size, shape or symmetry and also
no nipple discharge or other associated symptoms. A trial
of topical mupirocin did not improve the skin lesion and a
breast ultrasound combined with diagnostic mammogram
showed no radiographic abnormality.

The lesion was re-evaluated by another clinician in
October 2015, measured to be approximately 4mm
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in diameter and described as a pink, raised papule
(Fig. 1). A trial of topical clobetasol cream also proved
to be of no benefit and, upon evaluation by the local
dermatologist in early December 2015, a 4mm punch
biopsy was taken for definitive diagnosis. The results
of this biopsy showed dermal infiltration of atypical
epithelial cells forming small clusters, with presence of
glandular structures. The lesion was strongly highlighted
with immunohistochemical (IHC) stain for GATA-3
which, in this clinical setting was considered specific
for primary carcinoma of the breast. The pathological
diagnosis was thus deemed carcinoma, consistent with
infiltrating ductal breast carcinoma. It exhibited nuclear
grade 2 and was shown to be estrogen and progesterone
receptor positive. The patient’s care was quickly
transferred to a multi-disciplinary breast cancer center.

At this multi-disciplinary breast cancer center in early
January 2016, repeat mammogram and ultrasound
of the right breast now showed a 0.5 x 0.7 x 1.0 ¢cm
irregular hypoechoic lesion with micro-lobulated and
angular margins approximately lem below the skin
surface at the 2 o’clock position 4cm from the right
nipple. The lesion demonstrated multidirectional
splitting of cooper’s ligaments to the skin surface and
color Doppler of the lesion demonstrated increased
vascularity. No other lesions or masses were identified.
The following week, an MRI of the breasts offered
additional visualization of the right breast mass,
centered Smm deep and 8mm caudal to the visible skin
lesion, with an overall dimension of 1.4 x 2.0 x 1.4cm.
The mass was noted to have the typical appearance
of infiltrating ductal carcinoma, with the skin lesion
representing direct extension along Cooper’s ligaments
to the overlying dermis.

’ S
Figure 1: Clinical presentation of infiltrating ductal carcinoma cutaneous
metastasis as visualized in October 2015.

© Our Dermatol Online 4.2016

After discussing options with the surgeon, the patient
elected for right simple mastectomy which was
completed in mid-January 2016, along with sentinel
lymph node biopsy. Intra-operative pathology showed
no disease in the sentinel node, but final pathologic
evaluation did reveal micro-metastasis and the patient
was then taken for a completion axillary dissection.
Pathology from the axillary dissection showed reactive
changes but no evidence of malignancy. Medical and
radiation oncology evaluations in February and early
March 2016 assigned staging of IIA (pT1cNlaMx);
ER (40%)/PR(70%) + HER-2 neu negative (IHC 1+);
moderately differentiated; oncotypeDx score 22;
s/p R simple mastectomy ALND; 1/1 SLNS &
ALSND 0/52 LN’s +. Though she did not meet the
typical criteria for adjuvant radiotherapy (tumor
over 5cm, four or more lymph nodes positive, or
positive margins after surgical excision), adjuvant
chemotherapy and radiotherapy were recommended
based on her younger age as well as the fact that
one of her lymph nodes had extracapsular extension
and lymphovascular space invasion noted within
the primary breast specimen. All of these facts put
her at higher risk for local regional recurrence, thus
she agreed to adjuvant chemotherapy and radiation
treatment.

Dose dense adjuvant Chemotherapy (Doxorubicin
and Cylcophosphamide) was initiated in early March
2016. She experienced mild anemia, gastroesophageal
reflux and constipation, but otherwise no significant
side effects from treatment. She completed her fourth
and final cycle in mid-April 2016 and started Taxol
treatment in carly May, with plans for 28 day cycles
for a total of 3 cycles of treatment. At the time of this
publication, she remains cancer free and continues to
tolerate treatment well.

DISCUSSION

The prevalence of cutaneous metastasis, particularly
in breast cancer, warrants attention from primary care
clinicians as well as dermatology specialists. Key to
recognition is knowing what skin lesion characteristics
should raise concern. These metastatic lesions may
mimic a variety of benign dermatological conditions
such as cutaneous cysts, hemangiomas, herpes zoster
eruptions, alopecia, and erysipelas depending on the
clinical scenario [5]. In a retrospective analysis of
4,020 patients, Lookingbill et al found nodules to be
the most frequent clinical presentation in cutancous
metastases [6]. Another review by Mordenti et al
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also supported this finding, reporting papules and/or
nodules in 80% of patients with cutancous metastases.
They noted telangiectatic carcinomas in 3%, alopecia
neoplastica in 2% and zosteriform type in 0.8% of
patients [7]. The findings are slightly different in
inflammatory breast carcinoma, with erythema
noted in 51% of cases, a palpable mass in another
51% of cases, and breast enlargement in 43%. These
skin changes started, on average, 10 weeks prior to
diagnosis [8]. Nodular metastatic carcinomas can
present as firm, solitary or multiple skin masses and
may also be accompanied by pigmentation or irregular
borders suggestive of melanoma or pigmented basal
cell carcinoma [9,10]. Telangiectatic metastatic
carcinoma is characterized by papulovesicular
lesions with dilated vascularity on an erythematous
base which is often associated with intense pruritus.
Alopecia neoplastica is believed to be caused by
hematogenous spread and manifests as circular
areas of alopecia on the scalp which may easily be
confused with other types of alopecia (i.e. Areata),
but with marked induration [9]. A study out of
Turkey evaluating 1,287 cases of cutancous metastases
found that 40% of those individuals with cutaneous
metastases also exhibited internal metastases. The
cutaneous metastasis was the first sign of malignancy
in one case and diagnosed simultaneously in one other
patient with breast cancer. The most common sites
of cutaneous metastases were the anterior chest wall
and lateral trunk [10]. The findings common to all
of these studies were that the most common site for
cutancous metastasis is the anterior chest wall, and
the most common clinical presentation is multiple
papulo-nodular lesions.

There are numerous mechanism by which malignancies
may metastasize to the skin. In the Turkish study,
cutaneous metastases were noted to be the result of
direct invasion in 4 cases, local metastasis in 5 cases,
and distant metastasis in 6 cases. All 4 of the direct
extensions and one case of local metastasis were
breast cancers. The authors also noted that cutaneous
metastases showed predilection for certain regions
based on the type of primary malignancy, with breast
and lung cancers frequently metastasizing to the
chest wall and bowel, ovary and bladder cancers
metastasizing to the abdominal wall [10]. One
additional mechanism for cutaneous metastasis
not discussed in the Turkish study is 1atrogenic
implantation, such as that seen in the case presented
by Cho et al in which a 53 year old female with
invasive ductal carcinoma presented with a metastatic
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skin lesion 3yrs after ultrasound guided core needle
biopsy at the site. Their investigation supported the
recommendation for excision of the needle tract
at the time of definitive surgery for invasive breast
cancers [11].

Dermal lesions are not uncommon in the breast,
and imaging studies are often relied upon to rule out
underlying malignancy. As our case demonstrates,
breast imaging may not always reveal the underlying
malignancy at the time of dermatological presentation.
Standard dermal lesions are extra-parenchymal in
location, lying anterior to the superficial pectoral
fascia in subcutaneous fat and in the echogenic layer
of deep dermis on ultrasound. Most of these lesions
are benign, and not specific to the breast (such as
epidermal inclusion cyst, sebaceous cyst, vascular
tumors, lipoma, infections, scars and fat necrosis),
making identification of cutancous metastasis difficult.
The nipple areola complex should, however, be given
special attention when it comes to evaluation of dermal
lesions of the breast, because this complex is unique
in that it contains lactiferous ducts which extend
from deep mammary glands and are associated with
modified sebaceous glands. This causes lesions in this
area to be intra-parenchymal in location and subject
to development of abnormalities of ductal origin,
including carcinoma [12]. There have been several
case reports of malignancy (primarily IDC) which
appeared as a benign cyst on ultrasound. Because the
masses may be indistinguishable on imaging, clinical
history is key and there should be a low threshold for
biopsy, particularly when there is no obvious sign of
infection [13].

Because imaging cannot be relied upon to definitively
identify all breast malignancies, biopsy is often
necessary when sufficient clinical concern is present.
However, even histologic evaluation may prove difficult
in some cases, particularly with cutaneous metastasis.
[t may be difficult to track the differentiation from
the primary malignancy, as tumor cells can mimic
specific dermal structures. This phenomenon was
well demonstrated in the case study presented by
Miiller et al in which a moderately differentiated IDC
of the right breast resulted in cutaneous metastasis
(presenting as a reddish, indolent scalp nodule with
local alopecia) which mimicked a sebaceous gland
neoplasm. In this case, it was primarily the patient’s
past medical history of IDC in the left breast 5 years
earlier that increased suspicion for breast etiology
and eventually lead to the proper diagnosis [14].
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Hisaoka et al offer an additional evaluation of
the available literature regarding identification of
sebaceous carcinoma of the breast, and emphasize the
importance of IHC evaluation as a means by which to
differentiate the etiology of the abnormal cells [15].
One final publication which demonstrates the role
of IHC in assessment of suspicious breast lesions is a
case of IDC presenting as a breast abscess, presented
by Bhandari et al. This review importantly highlights
the fact that invasive cancers demonstrate a lack of
both basement membrane and myoepithelial cells,
and places emphasis on utilization of the numerous
myoepithelial markers which can help identify the
invasive nature of the malignancy, with SMM-HC
(smooth muscle myosin heavy chain) thought to be
the most specific [16].

CONCLUSION

Clinicians should be suspicious of acute-onset,
persistent, firm papulo-nodules, especially on the
chest. A thorough medical history and physical exam
should be accompanied by breast imaging and a low
threshold for biopsy of any concerning skin lesions
as described above. As this case demonstrates, there
are lethal malignancies which, in the early stages,
may evade all traditional forms of screening and
present solely with cutaneous manifestations. The
well trained evaluating clinician with low threshold
for biopsy of suspicious lesions will lead to improved
clinical outcomes for patients experiencing cutaneous
metastases, whether early or late in the course of
malignancy.
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ABSTRACT

Xeroderma pigmentosum (XP) 1s a rare, progressive, degenerative, autosomal recessive genodermatosis. Keratoacanthoma
(KA) is a rapidly growing skin tumor, occurring primarily in older men. XP associated with KA has been infrequently
reported. Here, We report a rare case of KA of the nose associated with XP in an 8-year-old Yemeni child. A KA in child
should suggest consideration of XP. Early medical follow up can prevent developing, and help to diagnose tumors at

a curable stage before they spread out.
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INTRODUCTION

Xeroderma pigmentosum (XP) is a rare, progressive,
degenerative, autosomal recessive genodermatosis.
Clinical manifestations of XP include mild to
extreme sensitivity to ultraviolet radiation resulting
in inflammation and neoplasia in sun-exposed areas
of the skin, mucous membranes, ocular surfaces and
occasionally, neurologic degeneration [1].

XP has a prevalence of about 1:1,000,000 in the U.S and
Europe, for example, with higher figures in some Asian
and African countries, particularly in communities
with a high degree of consanguinity. XP patients have
a greater than 1000-fold increase in the incidence
sunlight-associated skin cancer [1,2].

Keratoacanthoma (KA) is a rapidly growing skin tumor,
occurring primarily in older men, but rarely in children.
XP associated with KA is extremely rare in children.

We describe here the clinical features of XP with
probable KA in an §-year-old Yemeni child with a
leonine face.

CASE REPORT

In February 26, 2016, an offspring of consanguineous
parents, 8-year-old Yemeni tribal male was presented
to office complaining of a big mass on the nose.
On inspection, the child was mentally retarded,
uncooperative and photosensitive. Dermatologic
examination showed (Figs. 1 and 2); leonine face;
an about 33 mm X 30 mm, well-circumscribed,
hemispherical tumor on the right ala of his nose, with
a rough surface, brown patches and telangiectasias
(closely resembles Keratoacanthoma); xerosis,
different-sizes hyper- and hypo-pigmented freckle-like
macules and some spots of actinic keratosis, on the
face and the other exposed parts of his body. On ocular
examination photophobia, bilateral corneal opacity and
conjunctivitis, were observed. History revealed that;
pigmentary lesion started to develop at the first year
after birth; tumor started to develop around 18 months
ago; and a history of continuous sun exposure.

Diagnosis of Xeroderma pigmentosum (XP) associated
with keratoacanthoma was made on the basis of clinical
findings and family history.
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Figure 1: Photograph showing leonine face, keratoacanthoma mass on
the right ala of the nose corneal opacity, hyper- and hypo-pigmented
freckles-like macules all over the face with some spots of actinic
keratosis.

Figure 2: Dry pigmented skin of trunk and lower limbs.

On the day of presentation, tumor was excised and
reported histopathology.

Patient was given supplementary vitamins, had been
advised to avoid sun exposure, apply sunscreen and
wear sunglasses, and then referred for other systems’
investigation.

DISCUSSION

Xeroderma pigmentosum (XP) was first described in
1874 by Hebra and Kaposi. In 1882, Kaposi coined
the term “XP” for the condition referring to its
characteristic dry, pigmented skin [1,2].

XP is a rare irreversible disorder, based on a genetic

defect in the DNA repair system, transmitted in
an autosomal recessive manner, diagnosed in early

© Our Dermatol Online 4.2016

childhood and caused by exposure to ultraviolet
radiation that shows that the skin is sensitive to light. It
frequently manifests as extreme photosensitivity
(usually the first sign in about 60% of patients), skin
desquamation, freckle-like pigmentation in sun-
exposed areas as carly as two years of age (in 40% of
patients), and may result in tumors on the skin and
viscera, as well as damage to the eyes (in approximately
40% of XP patients). Therapeutic procedures for XP
are based on the protection from sunlight exposure,
and surgery is an effective therapeutic regimen for XP
patients with complicated tumors. Prognosis is poor,
and the majority of patients do not reach adult, but die
from metastatic cutaneous malignancies [1-3].

Most clinical features are subject to amount of exposure
to sunlight, the complementation group, the mutation,
and some unknown factors. Factors aggravating the skin
lesions include sunny weather, outdoor living, fair skin,
smoking, poor accessibility of diagnostic amenities and
improper shield from sunlight [1].

Keratoacanthoma (KA) is a rapidly growing cutaneous
tumor that most commonly presents as a dome-shaped
nodule with a central keratin-filled crater skin tumor,
regarded as midway between a benign and malignant
tumor or as a malignant tumor, equivalent to a highly
differentiated squamous cell carcinoma (SCC). These
tumors occur mostly on the head and face of middle-
aged and elderly adults with fair complexions. There
have been few reports of the associations of KA with XP
XP associated with KA is extremely rare in children. A
KA in child should suggest consideration of XP [1-4].

To sum up, We reported a rare case of KA of nose
coexisted with XP in a young Yemeni child.

CONCLUSION

Patients with xeroderma pigmentosum (XP) are likely
to develop skin tumors like keratoacantoma (KA).
Early medical follow up can prevent developing, and
help to diagnose tumors at a curable stage before they
spread out.
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ABSTRACT

Basal cell carcinoma with clear cell differentiation is extremely rare variant of this cutaneous malignancy. Here, two
new cases are described in a 68-year old man arising on the scapula and in a 76-year old man arising on the face.
Histologically, sharply demarcated islands consisting of the large cells with clear and focally foamy cytoplasm were
found within a conventional nodular and superficial-nodular basal cell carcinoma. In both cases, clear cell population
showed no mitoses, low or absent proliferative activity and was immunohistochemically positive for p53 protein. In
one case, it apparently stained with alcian blue, but not with periodic acid-Shiff method, suggesting the accumulation
of acid mucopolysacharides. Present results are compared with the literature data and knowledge on histogenesis of

this tumor entity is discussed.

Key words: Basal cell carcinoma; Clear cell differentiation; Histological subtypes

INTRODUCTION

Basal cell carcinoma (BCC) of the skin exhibits a
very heterogeneous histomorphology. This neoplasia
is thought to arise from pluripotent stem cells in
the epidermis that are capable of differentiating
into pilosebaceous unit or sweat glands [1]. Perhaps
as a consequence, there is marked histopathologic
diversity among BCC, and many subtypes and
variants have been described until now [1-4].
When classifying BCCs, most authors start from
the growth pattern, which gives more information
about biological behavior [2]. Based on it, nodular,
superficial and infiltrative (morpheic) BCCs are
the most common subtypes representing the vast
majority of diagnosed cases [2,3]. In addition
to these conventional (sometimes referred to
as undifferentiated) subtypes, several unusual
(differentiated) BCC variants showing a variety of
specific cell lineage differentiation features have also
been described [1,3,4]. However, the only proven
histologic prognosticator of biologic behaviour, and

therefore a key determinant of what constitutes an
appropriate therapeutic strategy, is the architectural
growth pattern. Thus, the microarchitecture is an
essential issue, while the differentiation features
need to be considered only insofar as they impact
differential diagnosis [3]. A spectrum of various
differentiated and unusual variants of BCC are
precisely reported and illustrated in the textbook
published by Kazakov et al. [4]. Amongst these, the
clear cell variant is very rare entity. Histologically, it
manifests apparent clear cell change in tumor tissue,
the extent of which ranges from focal to striking [1,4].
Nowadays, data about its origin and pathogenesis are
sparse and controversial in many aspects. Moreover,
it is not definitive elucidated, whether it represents a
form of true specific histogenetic differentiation, or
only a degenerative phenomenon. Herein, we briefly
present two patients, who were diagnosed to have this
peculiar dermatopathological entity. We also tried to
explain its percentage proportion in the large cohort
of consecutively diagnosed cutaneous BCCs.
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CASE PRESENTATION
Case 1

A 76-year old male manifested with a dome-shaped
ulcerated tumor on the right side of the face above
zygomatic arch. On physical examination, the lesion
was well-defined, light brown and 9x9 mm in size.
A presumptive clinical diagnosis of BCC was made.
A total surgical extirpation was carried out at the
outpatients” dermatology department and a biopsy
sample was send for histopathological examination.
Hematoxylin and eosin (H&E) stained paraffin sections
revealed a conventional nodular BCC containing large,
sharply demarcated islands consisting of the large
cells with clear and focally foamy cytoplasm (Fig. 1).
Ocassionally, condensed nuclei were pushed to the
edge giving a signet-ring appearence. In certain areas,
peculiar zonation with peripheral palisading of the clear
cells with their nuclei located at the opposite pole from
the basement membrane have been discerned (Fig. 2).
This clear cell population stained apparently with alcian
blue at pH 2.3 (Fig. 3), but not with periodic acid-Shiff
(PAS) method (Fig. 4), suggesting the accumulation
of acid mucopolysacharides. Immunohistochemical
examination revealed a similar diffuse staining with
protein p53 (clone DO-7, DAKO, dilution 1: 50) in
both, basaloid and clear cell components (Fig. 5).
The expression of proliferative Ki-67 antigen (clone
MM1, LEICA, dilution 1: 200) was low (< 10%) in
the basaloid cancer nests and virtually absent in the
clear cell population. No mitotic figures were found in
both tumor components. Based on histopathology, a
diagnosis of nodular BCC with clear cell differentiation
was made. Resection margins were free of tumor and
no local recurrence has been observed.

Case 2

A 68-year-old male presented with slightly protuberant
cutancous tumor on his left scapular region. The
lesion was gray-brownish and measured 25x15 mm.
The clinical impression was BCC. At the outpatients’
department od dermatology, the tumor was partially
excised (probatory biopsy) and a sample was send
for histological investigation. The pathologic
examination showed mixed superficial-nodular BCC
that manifested all features of ordinary BCC. However,
a sharply defined nests composed of the clear cells were
observed within a typical basaloid tumor component
(Fig. 6). The cells had striking appearance with a large

© Our Dermatol Online 4.2016

Figure 1: Case 1. A sharp demarcation between a conspicous clear
cell population (left) and a conventional basaloid tumor tissue (right).
(H&E, original magnification 120x).

Figure 2: Case 1. Detail on peripheral palisading of the clear cells with
their nuclei located at the opposite pole from the basement membrane.
This feature is reminiscent of trichilemmal differentiation. (H&E, original
magnification 240x).

Figure 3: Case 1. Diffuse and intensive staining of the clear cell
population with alcian blue. (original magnification 120x).
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Figure 5: Case 1. Immunohistochemical reactivity for protein p53
with nearly the same extent in both, basaloid (right) and clear cell

(left) tumor components. (antibody against p53, clone DO-7, original
magnification 240x).
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Figure 6: Case 2. Islands of the clear cells (right) within a typical
basaloid tumor component (H&E, original magnification 120x).
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clear cytoplasm and a small, dark nuclei. They also
showed a tendency of faint palisading at the periphery
in some histologic sections. No mitotic figures were
seen in the clear cell component in contrast to basaloid
tumor part. Immunohistochemical study showed
positive staining for protein p53 (clone DO-7, DAKO,
dilution 1: 50) with nearly the same extent in both
components. Expression of Ki-67 antigen (clone MM,
Leica, dilution 1: 200) was less pronounced in the clear
cell population (<10%) compared to conventional
nodular tumor islands (20%). Unfortunatelly, other
special histopathological investigations would have
been worthless, because clear cell component had
dissapeared during processing of the tissue specimen.
A pathologic diagnosis of superficial-nodular BCC
with clear cell differentiation was established. The
lesion was further treated by local application of
Ffudix cream.

DISCUSSION

Clear cell BCC is exceedingly rare histologic variant
of this common cutaneous neoplasm. In 1984, Barr &
Williamson [5] were probably the first, who reported
it in the medical journal and since that time, there
have been approximatelly 30 cases published in the
English-language literature [6]. In our current paper,
we present an additional two cases. As a result of
very sporadic reporting, reliable data concerning
the occurrence, histogenesis and clinicopathological
aspects of this BCC variant are insufficient. Therefore,
we attempted to estimate its prevalence and for this
purpose, we analysed all consecutive BCCs of the
skin registered in the database of our Department
of Pathology between January 2007 and May
2016. During this nearly 10-year period, a total of
1115 primary cutaneous BCCs were diagnosed, of
which only these two ones (0.17 %) exhibited such

unique microscopic feature.

In the clear cell BCC variant, the clear cell pattern
may occupy all or a part of the tumor islands [1,4]. In
both present cases, it comprised a minor proportion of
a given cancer tissue. Our findings are consistent with
those of a previous studies that reported [6-9], nodular
BCC subtype has been seen in association with this
phenomenon in the vast majority of the cases. Since
the clear cell changes in cutaneous BCC often affect
a tumor tissue only partially and probably do not have
prognostic significance, someone can debate, as to
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whether it would not be better to use a term ,,clear cell”
only as additional description, for example superficial or
nodular BCC with clear cell differentiation (pattern).
In our patients, such terminology was preferred.
A designation clear cell BCC per se does not provide
an information on growth pattern, that is much more
important for the clinicians.

The clear cell population in BCC usually contains
intracytoplasmic glycogen vacuoles, that often cause
peripheral displacement of the nucleus, giving them
a signet ring appearence in some cases [1]. However,
histochemical observations between cases have been
inconsistent. While periodic acid-Shiff (PAS) staining
with or without diastase has been positive for glycogen
in some cases [5,7,10,11], other authors revealed
only sparse or no PAS positivity [6,8,9,12,13], such
as in the current case. In addition, Kim et al. [10]
noted the presence of sialomucin deposition and
they hypothesized, sialomucin in clear cell BCC
might be obtained as one of the products of tumor
glandular differentiation. Even in the current study,
Case 1 showed intracellular acummulation of acid
mucopolysacharides, a finding that may support this
idea. Electron microscopic studies have also been
variable, as some have found the large intracellular
vacuoles to be membrane bound [13,14], while
the others have not [7,9,12]. Therefore, it is not
suprising, an origin of the clear cell population in
BCC is not fully understood. Barr & Williamson [5]
initially suggested, its pathogenesis was related
to trichilemmal differentiation. However, many
investigators subsequently considered the large
vacuoles, which occupied the cytoplasm on electron
microscopy, as phagolysomes or end-stage products
of intracellular organelles [7,13,14]. Thus, clear cell
changes were later thought to be a degenerative
phenomenon. Nevertheless, an alternative view is
inclined to believe that this finding recapitulates
outer root sheath (trichilemmal) differentiation due
to characteristic palisading of peripherally located
clear cells [3,4]. This feature was visible in both
our cases, too. Furthermore, because the clear cell
islands were coherent and sharply demarcated from
the surrounding cancer tissue, that did not show any
regressive changes, we are more likely to think, it is not
a degenerative phenomenon but a form of a special
histogenetic differentiation. Since both, conventional
basaloid and clear cell population shared a similar
pattern of p53 expression, molecular alterations of p53
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gene probably play a central role in the development
of both tumor parts.

In conclusion, despite the rarity in a routine
dermatopathological practice, due to potential
diagnostic difficulties, the pathologist should be aware
of this unusual BCC variant. Especially in a limited
biopsy specimen containing little or no conventional
areas of BCC, distinguishing the tumor from another
skin neoplasms with clear cell pattern (e.g., sebaceous
carcinoma, hidroadenocarcinoma or metastatic renal
cell carcinoma) may be difficult. In such cases, a
possible diagnosis of BCC with clear cell differentiation
should be kept in mind.

Consent

The examination of the patients was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Basal cell carcinoma (BCC) is a most common malignant tumour of skin. It develops on sun-exposed skin of
lighter skinned individuals. It is a slow growing, locally invasive tumor. It is rare in dark skin because of the inherent
photoprotection of melanin and melanosomal dispersion. The frequency of pigmented variant of BCC can reach up
to 6% of total BCC in Hispanics. A 62yr old female came with the complaint of hyperpigmented plaque over the
right lateral wall of the nose at the osseo-cartilagenous junction since 2yrs with evidence of central ulceration and
bleeding. A wide local excision was planned with 5mm margins and covered with a full thickness graft obtained from
the right retroauricular area. Post operation photographs taken. BCC is the most common non-melanoma skin cancer
in the world. Though, pigmented BCC is the rare variant, it is becoming increasingly common in Asian population.
UV radiation is the most important preventable risk factor for BCC. With increasing awareness and advent of newer
treatment modalities, better cosmetic outcome with improved survival are expected.

Key words: Pigmented BCC; Locally invasive; Wide local excision

INTRODUCTION

Basal cell carcinoma (BCC) is the most common
skin cancer in humans. The malignancy accounts for
75% of all non-melanoma skin cancers. It develops on
sun-exposed skin of lighter skinned individuals [1]. It
is a slow growing, locally invasive tumor. It is rare in
dark skin because of the inherent photo protection of
melanin and melanosomal dispersion. Pigmented BCC
1s a rare clinical and histological variant of BCC that
exhibits increased pigmentation. The frequency of

pigmented BCC varies, being 6% of all the BCCs [2].

CASE REPORT

A 62yecar old female came with the complaint of
asymptomatic darkly pigmented lesion over the right
side of the nose since one year, initially small in size,
measuring about 0.2x0.2Zcms, gradually progressed to
the present size of 1xlems. Patient gives history of

spontancous bleeding from the lesion. No history of
significant loss of weight or appetite. On examination,
a solitary, oval, well-defined, hyperpigmented plaque,
measuring about IxI cm with irregular margins, surface
showing area of ulceration, present over the right lateral
wall of the nose, above the right ala (Fig. 1). No regional
lymphadenopathy was noted. A differential diagnosis
of pigmented basal cell carcinoma, keratoacanthoma,
malignant melanoma was considered. A wide local
excision with full thickness graft was planned (Fig. 2).
Under aseptic precautions, after local infiltration of
the lesion, an elliptical incision was placed with 0.5cm
margin all around the lesion and the tumor was removed
in toto and sent for histo-pathological examination.
Asame sized full thickness graft was harvested from the
right post auricular area and placed over the recipient
site and sutured with no tension (Fig. 3). The margins
of the biopsy specimen were marked and sent for
histo-pathological examination which revealed that
the tumor was arising near the basal layer consisting
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of large and small nests of basaloid cells (tumor cells)
with peripheral palisading. The stroma showed the
presence of melanophages and melanin interspersed

Figure 1: Hyper-pigmented plaque over right side of the nose.

Figure 2: The tumor site after wide local excision.

Figure 3: Intraoperative photograph showing the graft placement after

wide excision of the tumor.

© Our Dermatol Online 4.2016

amongst tumor cells along with lymphoplasmacytic
infiltrate is seen. The tumor is seen extending from
entire dermis upto the muscle. The lateral and deeper
resected margins were free of tumor (Fig. 4).

At day 7, the sutures were removed and the graft was
taken up well (Fig. 5). Since, the resected border was
free of the tumor residues, no further therapeutic
intervention was undertaken and patient followed up
regularly.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

Figure 4: a) Palisaded arrangement of tumor cells (x40), b) tumor nests
with melanin pigment interspersed among tumor cells (x10), c) basaloid
tumor cells with melanin and melanophages (x40), (d) tumor nests with
peripheral palisading of the basaloid cells (x4).

Figure 5: Postoperative day 8 with good take-up of the graft.
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DISCUSSION

BCC was first described in the year 1827 by Jacob [1].
The Basal cell carcinoma is a common malignant
neoplasm of the skin, accounting for 75% of all the
non-melanoma skin cancers. Pigmented basal cell
carcinoma 1s a clinical and a histological variant of BCC
which is characterized by brown or black pigmentation,
comprising of 6% of total BCCs [2]. The tumor
predominantly occurs on the sun-exposed areas of the
skin. It is relatively rare in dark-skinned individuals.
Head and neck is the most common site seen in about
85% of the patients. In the remaining 15%, the tumor
develops on the shoulder, back or chest. BCC is the
most important malignant tumor involving the lower
eyelid and as at other sites, exposure to sunlight is an
important risk factor [3].

Ultraviolet (UV) radiation induces mutations in certain
genes such as p53 gene for BCC and squamous cell
carcinoma (SCC) and the patched (PTCHI) gene for
BCC. It also causes alteration in substitution of the
base at di-pyrimidine sites and induces inflammation
via cyclooxygenase-2 pathway [4]. The other risk factors
include exposure to ionizing radiations, arsenic and coal
tar derivatives [5].

BCC s derived from the basaloid epithelium located in
the follicular bulges, anagen hair bulbs and the follicular
matrix cells. In adults, the cell of origin is believed to
be pluripotent progenitor epithelial cells, resulting in
diversity of histological patterns of BCC [6].

The clinical picture of BCC is variable. It can present
as a papulonodular lesion with pearly translucent edge,
as a plaque with variable pigmentation, as an ulcerated
destructive lesion (rodent ulcer), an erythematous
plaque or a cystic nodule. Aggressive tumors are larger
with more frequent ulceration and can be locally
destructive [7].

Histopathologically, BCCs share the following
common features — predominant cell type is basaloid,
with specialized stroma, predominant palisading of
the lesional nucWlei and clefting artefact between
epithelium and the stroma. Various morphological and
histological subtypes have been defined. These include
nodular (solid), micronodular, cystic, superficial
(superficial multifocal), pigmented, adenoid,
infiltrating, sclerosing, keratotic, infundibulo-cystic,
metatypical, basosquamous and fibroepitheliomatous.
The most common variant is nodular type, characterized

© Our Dermatol Online 4.2016

by nodular masses of basaloid cells extending into the
dermis. The tumor cells resemble those of basal layer
of the epidermis, having relatively small amount of
cytoplasm. The nuclei of the tumor cells are compact,
darkly staining and closely set. The cytoplasm stains
poorly and cell margins are indistinct. The characteristic
feature 1s peritumoral lacunae or retraction clefts.
Pigmented BCC is a variant of BCC showing increased
melanin pigments which are produced by benign
melanocytes colonizing the tumor [8]. Functional
melanocytes are scattered throughtout the islands of
tumors, with numerous melanophages in the stroma.
There are melanosomes complexes in the tumor cells,
as a result of repeated phagocytosis of melanosome
containing tumor cells that have undergone apoptosis.

The primary treatment option for BCC is excision with
atleast 3-6mm margins for small and well delineated
tumors, as this achieves satisfactory tumor clearance
of about 84.9%. Surgical defects are repaired with
primary closure, grafts, flaps or left to heal by secondary
intention [9].

The other modalities of treatment include curettage
and electrodessication, radiotherapy, Mohs’
micrographic surgery (highest cure rate and greater
tissue conservation), cryosurgery, photodynamic
therapy and interferons. The topical modalities for
low risk BCCs include 5-fluorouracil and imiquimod
creams. Also, the patient should be advised regarding
sunprotection, protective clothing and regular
sunscreens [4].

CONCLUSION

BCC is the most common non-melanoma skin cancer in
the world. Though, pigmented BCC is the rare variant, it
1s becoming increasingly common in Asian population.
UV radiation is the most important preventable risk
factor for BCC. With increasing awareness and advent
of newer treatment modalities, better cosmetic outcome
with improved survival are expected.
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ABSTRACT

Epidermoid carcinomas account for one third of cutaneous carcinomas. These are the most common cancers in adults.
On dark skin, epidermoid carcinomas do not mainly occur on photo-exposed arcas but rather complicate chronic
ulcers. We are reporting the case of a 39 years old patient, HIV 1 positive being consulted for a budding tumor of
the upper lip occurred on chronic erosion that appeared three years before. The histopathological examination of the
bioptic specimen and of the resection specimen objectified a differentiated and mature epidermoid carcinoma. The
patient was classified as Stage II: T3 NO M 0. A complete tumor resection was performed followed by a double labial
reconstruction by local advancement flap. Chronic ulceration and HIV infection have been identified as factors that
favored malignant transformation. Limited access to health facilities has reportedly favored the evolution of lesions
towards a complicated form and difficult medical care. The therapeutic challenge was to remove the tumor while
preserving the function and aesthetics of the mouth.
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RESUME

Les carcinomes épidermoides représentent un tiers des carcinomes cutanés. Ce sont les cancers les plus fréquents
chez I'adulte. Sur peau foncée, les carcinomes épidermoides ne surviennent pas majoritairement sur les zones
photo- exposées mais plutot compliquent les ulceres chroniques. Nous rapportons I'observation d’une patiente de
39 ans, séropositive pour le VIH 1, consultant pour une tumeur bourgeonnante de la lévre supérieure survenue sur
une ¢érosion chronique apparue 3 ans auparavant. Lexamen histopathologique du prélevement biopsique de la piece
d’exérese objectivait un carcinome épidermoide différencié et mature. La patiente était classée au Stade I1: T3 NO
M 0. Une exérése tumorale complete était pratiquée suivie d'une reconstruction labiale par double lambeau local
d’avancement. Lulcération chronique et I'infection par le VIH ont été retenus comme des facteurs qui ont favorisé
la transformation maligne. Dacces limité aux structures de santé aurait favorisé I'évolution des Iésions vers une forme
compliquée et de prise en charge plus difficile. Le défi thérapeutique a été de faire 'ablation de la tumeur tout en

préservant la fonction et I'esthétique de la bouche.

Mots clés: Carcinome épidermoide; VIH; Ulcération chronique

INTRODUCTION

Les carcinomes cutanés sont les cancers les plus
fréquents chez l'adulte. Ils représentent environ
30% des tumeurs malignes. Ils sont plus fréquents
chez les phototypes clairs que les phototypes foncés.
Les facteurs carcinogenes impliqués dans leur
survenue sont multiples notamment 'irradiation
par les ultraviolets, les dermatoses précancéreuses,
I'immunosuppression (Virus de 'lmmunodéficience
Humaine, greffés d’organe) [1,2]. Sur peau foncée, les
carcinomes cutanés surviennent plus sur les zones non
exposées, et souvent sur des cicatrices chroniques [3,4].

Ils sont relativement rares dans notre contexte. Il en
est de méme pour les carcinomes épidermoides (CE)
cutanés [3].

Les CE cutanés représentent pres de 10% des cancers
cutanés, un tiers des carcinomes cutanés, et 90%
des cancers des levres [1]. Ils peuvent survenir de
novo ou plus souvent marquer 'évolution de lésions
considérées comme des précurseurs non invasifs:
les kératoses actiniques et la maladie de Bowen. Les
CE cutanés sont plus fréquents chez les phototypes
foncés que les carcinomes basocellulaires; ceux-ci
étant plus fréquents chez les phototypes clairs que
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les CE cutanés [4,5]. Barro-Traoré F et coll trouvaient
dans leur étude sur les tumeurs cutanées (1024 cas)
colligées sur une période de 5 ans dans le service de
dermatologie du Centre Hospitalier Universitaire
Yalgado Ouédraogo (CHUYO) de OUAGADOUGOU
une fréquence de 0,5% de carcinomes cutanés dont 3
cas de CE [6]. Le pronostic (morbidité fonctionnelle,
esthétique, vital) est habituellement réservé par
leur siege périorificiel [7-9]. Leur localisation sur
la levre inférieure est plus couramment décrite que
celle sur la levre supérieure [10,11]. Les CE cutanés
atteignent préférentiellement 'homme de plus de
60 ans. Nous rapportons un cas de CE cutané chez
une femme de 43 ans, de phototype VI, survenu sur
une ulcération chronique de la levre supérieure dans
un contexte d’immunodépression par le Virus de
I'ITmmunodéficience Humaine (VIH).

OBSERVATION

Il s’est agit d’une patiente de 39 ans, ménagere, de
phototype VI, qui consultait le 06/01/2009 pour des
lésions érosives des levres supérieure et inférieure.
Ces lésions évoluaient par poussées-rémissions
depuis 3 ans. Il s'agissait de 1ésions squameuses et
prurigineuses au début, devenues secondairement
érosives, suintantes et douloureuses. La patiente
était séropositive pour le VIH 1, connue depuis
3ans, traitée par Zidovudine (AZT), Lamivudine
(3TC), Efavirens (EFV) et cotrimoxazole comprimés
960 mg/jour, avec une réponse favorable aux plans
clinique et biologique. Il n’y avait pas de notion
d’exposition au tabac ni de brilure des levres, ni de
dermatose préexistante. Lexamen notait une bande
érosive crotteuse melicérique et sanguinolente mal
limitée du bord libre des levres débordant sur le
vermillon et plus marquée sur la levre supérieure. Le
diagnostic d’une chéilite chronique avait été retenu
sans qu'une ¢tiologie ait été plus probable qu'une
autre (lichen, lupus, eczéma, infection herpétique ou
carcinome). Lexamen anatomopathologique n’était
pas contributif pour le diagnostic. Le diagnostic
présomptif de lichen érosif était posé. Un traitement
par dermocorticoide a raison d’une application par
jour et par corticoide retard (triamcinolone 40 mg)
une injection par mois était institué pendant 2 mois.
La patiente a par la suite été perdue de vue pendant
4 ans et demi. Elle était revue le 12/07/2013 pour
une tumeur bourgeonnante de la levre supérieure
dans un contexte de succes thérapeutique sur le
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plan de la prise en charge de 'infection par le VIH
(CD4 a 610 cellules/ml, charge virale indétectable
en mai 2013). Lexamen physique notait une lésion
ulcéro bourgeonnante de 5,5 X3,5 X3 cm, a surface
érythémateuse papillomateuse, intéressant la quasi-
totalité de la levre supérieure (Figs. 1 and 2). [l n'y
avait pas d’adénopathie des aires ganglionnaires de
proximité (cervicale, axillaire, sous angulo maxillaire).
Le reste de 'examen était sans particularité. Le
diagnostic de carcinome épidermoide dans sa forme
ulcérovégétante était évoqué. Un second examen
anatomopathologique du prélevement biopsique et un
3¢ de la piece d’exérese montraient une prolifération
carcinomateuse sous forme de lobules centrés
par des globes cornés. Les cellules étaient de type
malpighien différencié, mature et présentaient une
anisocaryose modérée et quelques mitoses. Le stroma

Figure 1: Carcinome épidermoide ulcéro végétant, vue de face;
[Epidermoid carcinoma ulcerovegetant, view of face].

Figure 2: Carcinome épidermoide ulcéro végétant, vue de profil;
[Epidermoid carcinoma ulcerovegetant, view of profil].
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¢tait réduit et inflammatoire, polymorphe constitué
de lymphocytes et de polynucléaires neutrophiles.
Il y avait la présence d’'un remaniement nécrotique
(Fig. 3). Laspect histologique était en faveur d'un
carcinome épidermoide différencié et mature classé au
Stade I1: T3 NO M 0. La tomodensitométrie de la région
cervicale, la radiographie pulmonaire et I'échographie
hépatique ¢étaient normales. Lexérese tumorale
complete était réalisée emportant toute 'hémilevre
supérieure a gauche et la moitié de 'hémilevre
supérieure droite (Fig. 4). La reconstruction labiale
était réalisée par double lambeau local d’avancement
dans le méme temps. Deux ans apres exérese,
I’examen clinique de la cicatrice et des aires
ganglionnaires régionales était normal.

Figure 3: Carcinome spinocellulaire COLORATION H E, Gx100.
Prolifération carcinomateuse sous forme de lobules (étoiles) centrés
par des globes cornés (fléches); [Epidermoid carcinoma coloring
H E, Gx100. Proliferation cancerous form of lobules (stars) centered
by horny globes (arrows)].

77 N iy

Figure 4: Cicatrisation 1 an aprés exérése de la tumeur; [Healing one
year after tumor’s exeresis].
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DISCUSSION

Cette observation est particuliere par sa localisation
sur la levre supérieure alors que la levre inférieure
était également érosive. C'est le premier cas de CE
sur cette localisation rapporté dans notre pays. La
dégénérescence carcinomateuse de la levre supérieure
est rare. Les cancers des levres sont plus fréquents
sur la levre inférieure qui est plus exposée aux rayons
ultraviolets [12]. Plusicurs ¢tudes le rapportent
notamment en Afrique. Adegbidi H et coll. dans leur
étude rétrospective sur les cancers cutanés au Centre
Hospitalier Universitaire de Cotonou rapportaient 6 cas
de CE dont un localisé sur la levre inférieure sur 19 cas
de cancers colligés en 20 ans [13]. Zaraa I et coll.
en Tunisie rapportaient la localisation sur la levre
inféricure dans 24 cas sur 30 cas de CE des levres
colligés en 11 ans [10].

La particularité du cas est la survenue du CE chez
une femme. En effet, le CE des levres atteint
préférentiellement ’homme [1].

Plusieurs facteurs peuvent expliquer le développement
du CE chez notre patiente: I'ulcération chronique et
son mauvais suivi (par I'inaccessibilité aux moyens
diagnostiques et thérapeutiques par manque de
moyens financiers chez une patiente sans assurance
santé), le terrain immunodéprimé par le VIH [8]. Ce
terrain explique également la survenue de ce cancer a
42 ans, plus précocement que ce qui est habituellement
décrit vers I'dge de 60 ans.

Histologiquement, le diagnostic étiologique de cette
ulcération n’avait pas été possible probablement a cause
du terrain et des remaniements chroniques.

Sur le plan clinique, l'aspect de la tumeur de notre
patiente est fréquemment rapporté sur les levres.
Zaraa | et coll. retrouvaient également dans leur série
la forme ulcérovégétante dans 70% des cas [10].

Dansle cas de notre patiente, il était urgent de pratiquer
I'exérese complete de la tumeur de fagon a préserver
la fonction et 'esthétique de la cavité orale au micux.
Le curage ganglionnaire n’a pas été systématique en
raison de I'absence d’adénopathie cervico-faciale. Le
pronostic a long terme peut étre compromis car le
risque de récidive locale serait multiplié par 2 et celui
de métastases locorégionales multiplié par 3 quand
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la taille de la tumeur est supéricure a 2 cm [1]. Le
délai de consultation était également long. Il existe
un risque accru de métastase en cas d’atteinte ou
de dépassement du derme réticulaire. Linfection a
VIH vient encore grever le pronostic. Le pronostic
est également fonctionnel et esthétique du fait de la
réduction de I'ouverture de la bouche et de I'absence
du galbe de la levre supérieure due a son amputation.

Cette situation rappelle la problématique des
ulcérations trainantes et négligées dans notre contexte
du fait du difficile acces aux soins de santé.

CONCLUSION

Ce cas rare de carcinome épidermoide développé
sur une ulcération chronique de la levre supérieure
rappelle la nécessité de ne pas négliger les ulcérations
chroniques quelque soit leur siege. Il rappelle également
la vigilance dont il faut faire preuve sur les terrains
immunodéprimés sachant que ceux-ci exposent a un
risque important de CE [8].
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ABSTRACT

Aggressive angiomyxoma (AA) is a rare locally invasive soft tissue tumor that is known for its local recurrence. It affects
women of reproductive age group. Clinically it presents as a pedunculated polyp or a polypoidal mass usually involving
the pelvis, vulva, vagina and the urinary bladder. Excision is the treatment of choice. Due to its tendency for local
recurrence long term follow up is adviced. We present AA in a 43year old woman involving the vulva.

Key words: Aggressive angiomyxoma; Vulva; Polyp

INTRODUCTION

Aggressive angiomyxoma is a rare, locally invasive, slowly
growing, recurrent soft tissue tumor that occurs in women
of reproductive age [1,2]. It usually involves the pelvis,
vulva, perineum, vagina and urinary bladder. Clinically
it presents as a pedunculated polyp or a polypoidal mass
and needs to be differentiated from other polypoidal
lesions that occur at the same site [2-4]. Owing to its
high rate of recurrence appropriate management and a
close long term clinical follow up is required [4,5].

CASE REPORT

A43 year old woman presented with a slowly growing mass
in the vulva since 4 months. It was gradually progressive
in size and painful. The patient also complained of
serous discharge. On examination a polypoidal, spongy
mass was present in the vulva measuring 6 x 4 cm.
Skin over the lesion was focally ulcerated. An excision
biopsy was performed and the specimen was sent for
histopathological examination. On gross examination
the skin covered polypoidal, soft nodular mass measured
6.5 x 4 x 3.5 cm. Focal the skin surface was ulcerated
(Fig. 1). Cut section revealed myxoid areas with focal
cystic areas (Fig. 2). On histopathological examination,
focally ulcerated stratified squamous epithelium was

observed overlying tumor composed of spindle to stellate
cells with ill-defined cytoplasm in a fibrocollagenous
myxold stroma, interspersed varying sized blood vessels
ranging from small thin walled capillaries to thick walled
dilated, congested blood vessels (Figs. 3 and 4), few
showing perivascular hyalinization and lymphocytic
infiltrate (Fig. 5). Hence a diagnosis of aggressive
angiomyxoma was rendered.

DISCUSSION

AA was initially described by Steeper and Rosai in
1983 [1,2]. The aggressive nature of the lesion is explained
by its local invasiveness and tendency for recurrence. It
has a very low propensity for metastasis and few cases of
metastasis to the lung have been reported in literature.
Angiomyxomas are classified either as superficial
(cutaneous myxoma) or AA [5,6]. The former occur in
middle aged adults, involving the head and neck region
presenting as polyps or nodules. On histopathology, the
lesion shows edematous stroma with myxoid material. The
latter occurs exclusively in the perineal and pelvic regions
of women during re reproductive years. Occasionally it has
been reported in men [6,7].

AA are hormonally responsive tumors. Estrogen and
progesterone receptors are commonly found to be positive.
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Figure 1: Gross photograph showing a polypoidal skin coversed
nodular tissue mass.

Figure 2: Gross photograph showing cut section with myxoid areas
and focal cystic areas.

Figure 3: Stratified squamous epithelium overlying tumor composed of
spindle to stellate cells in a fibrocollagenous myxoid stroma [H & E x40].

The origin of this tumor has been attributed to specialized
mesenchymal cells present in the pelvic—perineal
region and the multipotent perivascular progenitor
cells, which often display both myofibroblastic and
fibroblastic features [4,7]. This had been substantiated
with the tumor cells expressing desmin and, in some
cases, a smooth muscle actin. A variety of molecular

© Our Dermatol Online 4.2016

thin walled capillaries to thick walled dilated, congested blood vessels
[H & E x40].

i 4t [}

Figure 5: Perivascular hyalinization and lymphocyticinfiltrate [H & E x100].

genetic alterations have been identified involving the
chromosome 12, in the region 12q13-15 [7,8]. It has been
described that high-mobility group protein isoform I-C
(HMGIC) gene, which encodes proteins involved in the
transcriptional regulation, plays a role in the pathogenesis
of this tumor. Immunohistochemical detection using
anti HMGI-C antibody can also be used for detection
of residual disease [4,7,8].

On microscopy AAs show widely separated spindle-
shaped neoplastic cells in a loose myxoid stroma rich in
collagen fibers, hyaluronic acid, along with prominent
irregular-shaped blood vessels. The myxoid stroma
is also sometimes weakly positive with alcian blue at
pH 2.5 [6,8]. Immunohistochemically, the tumor cells
are positive for vimentin and may stain for smooth
muscle actin and desmin. The differential diagnosis
of AA included myxomas, angiomyofibroblastoma,
fibroepithelial stromal polyp, superficial angiomyxoma,
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Table 1: Differential diagnosis of aggressive angiomyxoma

Lesions Sites Age Histopathological features
Fibroepithelial stromal Vagina, Adult women during pregnancy Central fibrovascular core covered by normal appearing squamous epithelium without
polyp vulva intervening grenz zone, edematous stroma with hypocellular or myxoid areas.
May have atypical stromal cells including stellate and multinucleated cells
Angiomyofibroblastoma  Vagina, Middle aged females (fourth Encapsulated tumor with hyper- and hypocellular areas and numerous vessels
vulva and fifth decades of life) Vessels may be hyalinized
Hypercellular areas composed of plump stromal cells that often congregate around
vessels
Hypocellular areas are more spindled
Rarely mitotic figures and multinucleated cells
Superficial Perineum 2" decade Frequently multinodular, long thin walled vessels , stromal neutrophils
angiomyxoma Frequently involves subcutis
Paucicellular
Myxoid neurofibroma vulva Young patients with Von Bundles of wavy and spindle cell with palisade arrangement, intervening few collagen
Recklinghausen’s disease fibers, areas of mucoid degeneration
Sarcoma botryoides Vulva Childhood and young adulthood Hypercellular zone immediately beneath epithelium (Nicholson’s cambium

layer - resembles hypercellular zones that produce growth rings in trees)

Cells are undifferentiated, round or spindled with minimal cytoplasm, frequent mitotic
figures

Less cellular in deeper layers, composed of differentiating and undifferentiated cells

myxoid neurofibroma, myxoid liposarcoma, myxoid
variant of malignant fibrous histiocytoma, sarcoma
botryoides and myxofibrosarcoma [9,10] (Table 1).

Clinical differential diagnosis includes bartholin cyst,
labial cyst, gartner duct cyst, lipoma, levator hernia
or sarcoma [6,7]. The treatment of choice is wide
surgical excision. Recurrences may occur from a few
months to several years after excision ranging from
2 months to 15 years. Hence patients need to have
long term follow up [4,9]. Incomplete resection is
acceptable where fertsility is to be preserved as local
recurrences can be treated with further resection.
Tamoxifen, raloxifene and gonadotropin-releasing
hormone analogues can be used to reduce the tumor
size, thus helping to make complete excision feasible
in large tumors [7,10]. They are also used in the
treatment of recurrence. The present patient has been
kept on close follow. No recurrence has been noted
in the last 6 months.

CONCLUSION

AAis alocally invasive tumor that probably arises from the
common pluripotential primitive cell located around the
vessels of connective tissue. Recurrence is known to occur.
Hence long term follow up of these patients is mandatory.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Familial multiple lipomatosis and familial multiple angiolipomatosis are both rare and autosomal-dominantly inherited
discases. Familial multiple lipomatosis is characterized by multiple lipomas on the trunk and extremities, while familial
multiple angiolipomatosis presents with multiple angiolipomas. Hereby, we present a 50-year-old Caucasian male
patient with both multiple lipomas and angiolipomas on his trunk, arms and thighs with a family history of similar
subcutaneous lesions. As multiple lipomas and angiolipomas coexist in the same patient, we suggest that this condition
should be nominated as a distinct entity rather than a traditional familial multiple lipomatosis case.

Key words: Familial; Multiple; Lipomatosis; Angiolipomatosis

INTRODUCTION

Familial multiple lipomatosis is a rare, autosomal
dominant inherited disease with an incidence of
0.002% in the general population. It is characterized by
multiple, mobile, encapsulated subcutancous nodules
on forearms, thighs and trunk. On the other hand,
familial multiple angiolipomatosis is an autosomal
dominant inherited disease presenting with several
angiolipomas typically on arms and trunk. A lipoma
with an excessive vascular component is called an
angiolipoma. Therefore, familial angiolipomatosis has
been usually considered as subtype of familial multiple
lipomatosis.

However, lipomas and angiolipomas may coexist.
Hereby, we present a 50-year-old Caucasian male
patient suffering from both multiple lipomas and
angiolipomas on his trunk, arms and thighs with a
family history of subcutancous nodules. As multiple
lipomas and angiolipomas coexist in the same patient,
we suggest that this condition should be described as a

distinct entity rather than a traditional familial multiple
lipomatosis case.

CASE REPORT

A 50-year-old Caucasian male patient complaining
of multiple swellings on his trunk, arms and legs
which had been slowly increased in size and number
in the last 35 years, was admitted for further clinical
evaluation. The patient stated that the lesions were
painless, however he had cosmetic concerns. The
past medical history was unremarkable. The patient
admitted that his two sisters had similar swellings on
their arms and legs. The physical examination revealed
multiple, skin colored, mobile, soft, well defined,
round shaped subcutancous nodules (Figs. 1a and 1b).
Laboratory tests including total cholesterol and LDL
cholesterol levels were within normal limits, 177 mg/dl
and 96 mg/dl respectively (reference ranges of total
cholesterol and LDL cholesterol are 10-200 mg/dl
and 10-150 mg/dl respectively). However, serum level
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of triglyceride was 279 mg/dl (normal range is 10 to
150 mg/dl) which was higher than the normal range.
HDL cholesterol was 25 mg/dl (normal range is
30 to 80 mg/dl) which was lower than the normal
range. In addition, serum level of hemoglobin was
17 g/dL (normal range is 10 to 16,5 g/dL) and aspartate
transaminase was 83 u/l (normal range is 5 to 34 u/l).
As triglyceride and aspartate transaminase levels were
higher than expected, hepatosteatosis was initially
suspected. Therefore, an abdominal ultrasonography
was performed. It revealed multiple abdominal
echogenic subcutaneous nodules of 2.5 cm maximum
diameter, hepatomegaly and grade 2 hepatosteatosis.

As the patient had cosmetic concerns, he demanded
the surgical removal of the lesions. Therefore, 18
yellowish brown colored nodules on the patient’s arms
with a minimum of 0,8x0,4x0,2 cm and a maximum
of 4,5x3x1,5 cm in size were surgically removed under
local anesthesia (Figs. 2a and 2b). The patient did well
postoperatively. The histopathological examination of
10 of 18 lesions revealed lipomas and the 8 of 18 lesions
were found to be angiolipomas.

Figure 2: (a.b) Intraoperative and postoperative views of the lesions.

© Our Dermatol Online 4.2016

DISCUSSION

Familial multiple lipomatosis is a rare hereditary
disorder which is characterized by multiple lipomas
mainly on trunk and extremities. It has been first
reported by Brodie as “lipomatose circonscrite
multiple” in 1846 [1]. It is a matter of debate
whether familial multiple lipomatosis is associated
with abnormalities of lipid metabolism. Some of the
authors like Wilson and Rubinstein mentioned that
familial multiple lipomatosis might be associated
with hyperlipidemia [2,3]. However, the patient
presented above had hypertriglyceridemia and low
HDL cholesterol levels.

Moreover, familial multiple lipomatosis might coexist
with other discases. Celiac disease and cytophagic
histiocytic panniculitis have been reported in
patients with familial multiple lipomatosis [4,5].
Recently, Nunes et al. described a female patient
who had brain lipoma, corpus callosum hypoplasia,
polymicrogyria and familial multiple lipomatosis [6].
In addition, Madelung’s disease, Dercum”s
disease, Bannayan-Zonana syndrome and Cowden
syndrome clinically present with subcutaneous
lipomas. Therefore, they should be kept in mind
in the differential diagnosis of familial multiple
lipomatosis. Surgical excision, liposuction and
lipolysis with phosphatidyl choline injection are some
of the options in the treatment of familial multiple
lipomatosis [7].

On the other hand, familial multiple angiolipomatosis is
abenign, autosomal dominant condition which clinically
presents with numerous angiolipomas. Angiolipoma is a
rare variant of lipoma with excessive vascular component.
Angiolipomas can cause pain and thus, it may be
helptul to differentiate angiolipomas from lipomas
clinically. Besides, they usually do not require treatment
like lipomas. Therefore, familial angiolipomatosis is
generally considered as a subtype of familial multiple
lipomatosis [7,8]. However, Hapnes et al. and Kumar
et al. regard familial multiple angiolipomatosis as a
distinct disease [9,10].

The case presented above is unique as the patient had
both multiple lipomas and angiolipomas with a family
history of subcutaneous nodules. In addition to familial
lipomatosis and familial angiolipomatosis, we suggest
that the coexistence of lipomas and angiolipomas
should be classified as a distinct entity.

440



www.odermatol.com

CONSENT

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Palisaded encapsulated neuroma (PEN) is an uncommon, sporadic, benign, intraneural tumour presenting as an
asymptomatic, solitary, sessile, immobile, skin-coloured papule or nodule, commonly affecting the “butterfly area”
of face in middle-aged person. Other less commonly involved sites are trunk, shoulder and distal part of extremities.
We herein report a 45 years old male presenting with a painless, firm,nodular growth over the posteromedial aspect of
right knee which was further confirmed to be the case of PEN on histopathological examination.

Key words: Intrancural; Palisaded encapsulated neuroma; Schwannoma

INTRODUCTION

PEN also known as ‘solitary circumscribed neuroma’ is
an uncommon, sporadic, cutaneous, benign, intrancural
tumor, which usually presents as asymptomatic, solitary
or multiple, firm, rubbery, skin-coloured or pink, papule
or nodule, commonly localized on the face or close to a
muco-cutancous junction in middle - aged adults with
equal sex preponderance [1]. It was first described by
Reed et al in 1972 [1]. Being solitary or multiple, it has
never been seen to be associated with neurofibromatosis
or multiple endocrine neoplasia [2]. Clinically, it is
more commonly misdiagnosed with schwannoma,
neurofibroma and dermatofibroma so it is imperative
to histopathological evaluation in all such cases.

CASE REPORT

A 45 year old male presented with a single, firm, skin
coloured, nodular growth on postero-medial aspect of
right knee which began as a papule one year back and
gradually increased in size to 2 cm x 1 cm over one year.
Initially it was asymptomatic but in last 3 months mild
pain and itching was started. The patient was born of
non-consanguineous parents and none of the family
members were affected.

On general physical examination, patient was healthy
and normal looking. All routine investigations and
laboratory parameters were within normal limits and
non contributory. Systemic examinations including
ophthalmological and neurological examinations
were also normal and none of the features of
neurofibromatosis were detected. On local cutaneous
examination, the lesion was solitary, skin coloured,
immobile, firm, rubbery, pedunculated, nodular
growth, neither warm nor tender but mildly painful and
pruritic (Fig. 1). There was no history of trauma, oozing
or bleeding from the lesion. Telangiectasia, ulceration
or discharge was also absent. Mucosa, hairs, nails and
teeth were found to be normal looking on examination.
Regional lymph nodes were not enlarged.

Appendageal tumours, schwannoma and
dermatofibroma were kept as provisional diagnosis.
Excisional biopsy was then performed and
histopathological study was done. HPE demonstrated
partially encapsulated, well circumscribed dermal
neoplasm that was differentiated towards nerves
(Fig. 2). It showed several nerve bundles like structure
in the form of fascicles containing interdigitating
spindle cells having ill defined palisades of nuclei
(Verocay bodies) and in between acellular area (Fig. 3).
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Figure 1: Solitary, firm, skin coloured, nodular growth on postero-
medial aspect of right knee.

Figure 2: Partially encapsulated, well-circumscribed dermal nodules
several nerve bundles like structures in the form of fascicles containing
interdigitating spindle shaped shwann cells (H&E, x40).

Increased number of small blood vessels were also seen
in dermis.

Based on the histopathological findings, diagnosis of
PEN was made. After excisional biopsy, wound was
closed with mersilk 3-0 suture and patient was advised
for follow up to look for any recurrence of the lesion.

DISCUSSION

PEN is an intradermal benign, intraneural neoplasm
accounting for 25% of all dermal nerve sheath
tumours [3]. It presents as solitary or multiple, firm,
rubbery, skin or pink coloured, papule or nodule most

© Our Dermatol Online 4.2016
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Figure 3: Spindle shaped schwann cells having eosinophilic cytoplasm,
pointed and wavy basophilic nuclei and palisading of nuclei and
acellular reticular fibres in between these nuclei forming ‘verocay
bodies’ (H&E, x100).

commonly involving face in 90% of cases. Other less
common sites of predilection are trunk, shoulder,
arm, hand, foot, oral mucosa, nasal fossa and glans
penis [3-5]. There is no sex predilection and usually
affects 30-60years age group. Its size usually ranges
from 2Zmm to 6 mm and gradually enlarges over the
time. Over the time traumatic ulceration may occur as a
secondary complication but haemorrhage and necrosis
has not been reported and telangiectasia is minimal or
absent. No hairs are seen to come out of the surface.

PEN is supposed to be caused by reactive hyperplasia
or hamartomatous growth of schwann cells and
axons causing bulbous expansion of nerves but
triggering factors are yet to be known [6]. Clinically
it is closely simulated by schwannoma, neurofibroma,
dermatofibroma, appendageal tumours of skin,
epidermal cyst, basal cell carcinoma and intradermal
naevi [1,4,7]. Relatively, very lower occurrence of
telengienctasia and ulceration helps in ruling out the
diagnosis of basal cell carcinoma [4]. Neurofibroma,
schwannoma and intradermal naevi simulate the
clinical picture but can be differentiated on HPE [1,4].

On HPE, it is seen as intradermal nodule composed of
encapsulated interlacing distinct fascicles containing
spindle cells and separated by artifactual clefts [§]. The
tumour has fine capsule or 1s partially encapsulated
because it doesn’t include epidermis.

The capsule contains epithelial membrane antigen
(EMA) positive flattened, elongated perineural
cells [7]. The tumour cells include schwann cells and
axons. The schwann cells have eosinophilic cytoplasm,
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pointed and wavy basophilic nuclei and palisading of
nuclei may be seen in few fascicles. The palisaded nuclei
and acellular reticular fibres in between these nuclei
form ‘verocay bodies’ but are ill-defined usually [7,5].
These verocay bodies are more distinct and consistent
finding in schwannoma rather than in PEN [5]. Apart
from the nodular pattern of intradermal fascicles,
other less common patterns have also been reported
like plexiform, epithelioid, multinodular, fungating
and vascular [9].

On immunohistochemical analysis, capsule stains
for EMA, and schwann cells stain for S-100, collagen
type IV and vimentin. Axons stain with neuron specific
enolase (NSE) and antibodies against neurofilaments.

Histopathologically the close differential diagnoses
are schwannoma, traumatic neuroma, neurofibroma,
leiomyoma. Usually Schwannoma is located
subcutaneously having Antoni — A and Antoni — B
areas which are rich in varocay bodies and lack axons [5].
Neurofibroma lacks capsule, rich in mucopolysaccharide
ground substance and have fewer axons [8]. Traumatic
neuroma closely mimcks the histopathological
picture but can be differentiated by the presence
of inflammatory cells and scarring. The presence of
smooth muscle cells and positive staining for desmin
and vimentin clinches the diagnosis of lelomyoma.

Treatment of choice is complete excision and chance
of recurrence is very less even after incomplete
excision [4,9].

CONCLUSION

As Palisaded encapsulated neuroma can easily be
misdiagnosed with other neural and soft tissue
tumours, histopathological evaluation is imperative
to confirm the diagnosis of PEN. Morcover, very rare
chances of recuurence even after incomplete excision

© Our Dermatol Online 4.2016

points in favour of reactive and benign nature of this
tumour.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Several drugs have been implicated in the induction of systemic lupus erythematosus (SLE), but there are only some
observations of carbamazepine induced SLE since the first case described in 1966, this drug has also been implicated
in the induction of other disorders and rarely pulmonary toxicity; but the occurrence of two rare side effects of this
drug: the induced SLE and pulmonary nodules consistent with the bronchiolitis obliterans organizing pneumonia in
same patient is really unusual and -to our knowledge- the second observation reported in the literature.

Key words: Carbamazepine; Lupus; Bronchiolitis obliterans organizing pneumonia

INTRODUCTION

Several drugs have been implicated in the induction
of systemic lupus erythematosus (SLE), but there are
only some observations of carbamazepine induced
SLE since the first case described in 1966 [1],
this Carbamazepine (CBZ) has been used as an
anticonvulsant since 1962 and is a drug of choice
for treatment of simple or complex partial seizures
and generalized secondary seizures in both children
and adults [2,3] and which could be responsible for
many side effects including sleep disorders, anorexia,
nausea, vomiting, irritability, ataxia and diplopia, yet,
CBZ pulmonary toxicity is rare, because only few case
reports of interstitial pneumonitis, bronchospasm,
pulmonary edema, pulmonary nodules and bronchiolitis
obliterans organizing pneumonia (BOOP) have been

reported [4-6].

Our case demonstrates two rare side effects of this drug:
the induced SLE and pulmonary nodules consistent
with the BOOP which is really unusual and -to our
knowledge- the second observation [7] reported in
the literature.

CASE REPORT

A 59 -years- old man followed since the age of 12 years
for epilepsy and was under treatment by CBZ since
one year.

He presented after 2 months of the use of CBZ,
erythematous plaques like the butterfly wings on the
face according to the patient tell and erythema on
the back, the hands and feet with photosensitivity,
inflammatory arthralgias and intermittent dry cough.

Clinical examination found bilateral malar erythematous
plaques (Fig. 1) and erythematous plaques of the
neckline, the back and the dorsal surface of the hands
and purpuric plaques at the palmar surfaces of the
hands and soles of the feet (Figs. 2 and 3) with a nibbled
appearance on pulps of the fingers and erythematous
alopecia patches of the scalp.

Initial Blood investigations revealed anemia
(haemoglobin of 10.5 g/dl), thrombocytopenia (platelet
count of 100 000/mm’), leukopenia (white cell count of
1900/mm®) and especially lymphopenia (lymphocytes
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Figure 1: Clinical image showing bilateral malar erythematous plaques
of lupus.

Figure 2: Clinical image showing erythematous purpuric plaques at
the palmar surfaces of the hands.

count of 1000/mm’®) with a positive rate of antinuclear
antibodies in a titer of 1/160, anti-dsDNA: 100 u/ml
and positive rate of anti-histones without complement
deficiency. The erythrocyte sedimentation rate and
the levels of C-reactive protein were slightly increased

(35 mg/L and 50 mm/h).

The skin biopsy confirmed the diagnosis of lupus. The
chest radiography demonstrated bilateral interstitial
infiltrates with multiple lung nodules (Fig. 4) more
visible in the chest tomographic scan (Fig. 5), so a
pulmonologist advice was asked and an infectious or
occupational (silicone) origin were eliminated. The
histological examination of this pulmonary infiltrate
was not performed.

Ultimately, the diagnosis of CBZ induced lupus was
retained based on clinical, biological and histological

© Our Dermatol Online 4.2016

Figure 3: Clinical image showing erythematous purpuric plaques at
the soles of the feet.

Figure 4: The chest radiography image demonstrating bilateral
interstitial infiltrates with multiple lung nodules.

criteria and after the pharmacovigilance advice. In
addition, the lung lesions were diagnosed as BOOP
also induced by the CBZ.

Based on these facts, the CBZ was stopped and we
prescribed a low dose of corticosteroids to our patient
(0.5 mg/kg/j) and Hydroxychloroquine with a good

evolution.

DISCUSSION

The drug induced lupus has been known since more
than 50 years. In 1945, this diagnosis was suggested
by Hoffman [8] and has been described in 1952 with
Hydralazine, since then, hundreds of publications have
been devoted to this subject [9-11], including some
cases of CBZ induced SLE since Simpson described
the first case in 1966 [8,12-14].
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Figure 5: The chest tomographic scan image showing nodules of
Bronchiolitis Obliterans Organizing Pneumonia.

On the other hand, BOOP is a nonspecific scarring
process that occurs in response to injury of the
bronchioles, it 1s characterized histologically by the
presence of inflammatory fibrinous plugs obstructing
the terminal and respiratory bronchioles (bronchiolitis
obliterans) and extending into the alveolar ducts and
adjacent alveoli (organizing pneumonia) [15]. It was
first described in 1985 as an idiopathic entity and
rarely a secondary process in several clinical settings,
such as wegener granulomatosis, lymphoma or other
neoplasms, bronchiectasis, acute respiratory infections,
radiation treatment, or appear idiopathically [6].
BOOP has been also described in association with the
use of some drugs like the acebutolol, amiodarone,
cephalosporin, bleomycin, tryptophan, gold salts,
barbiturates, sulfasalazine, o-penicillamine, [7] and
in one case, it was described as a side effect of CBZ in
a lupus patient, as the case of our patient which is the
second observation reported.

Generally, both the induced lupus and the BOOP
have usually a good outcome after the cessation of
the drug [6], and corticosteroids improves the visceral
involvement in the systemic lupus, which was the case
of our patient.

CONCLUSION

The originality of our case is the rare induction of
SLE and BOOP by Carbamazepine in a man, which
represent another real warning regarding this drug use.

© Our Dermatol Online 4.2016

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
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ABSTRACT

Miliaria is a skin disorder of eccrine glands. Based on the level of sweat duct obstruction, miliaria is subdivided into
three main types: Miliaria crystallina, miliaria rubra and miliaria profunda. Besides, resident skin bacteria are thought
to play a role in its pathogenesis. In this report we are presenting a case of miliaria pustulosa which was misdiagnosed

initially as a case of acne vulgaris.
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INTRODUCTION

Miliaria is a common skin disorder of eccrine glands. It
is common in hot and humid climates such as in the
tropics. Usually children and infants are more prone
due to their underdeveloped sweat glands. Based on the
level of sweat duct obstruction, miliaria is subdivided
into three main types: Miliaria crystallina, miliaria
rubra and miliaria profunda [1]. Resident skin bacteria,
such as Staphylococcus epidermidis and Staphylococcus
aureus, are thought to play a role in the pathogenesis
of miliaria [2,3]. In this report we are presenting a case
of miliaria pustulosa which was wrongly diagnosed for
6 months as a case of acne vulgaris. Mismanagement of
such cases may rarely predispose the patient to severe
complication due to the resulting anhidrosis.

Case Report

A 20 year-old Arabic male presented to our dermatology
clinic with history of pruritic erythematous papular
lesions affecting his chest, back and upper and lower
extremities for the past 6 months (Fig. 1). The condition
started during exercise at the gym and worsened after
exposure to high temperature with profuse sweating.

The patient discontinued going to the gym for 3 months
during which the lesions disappeared completely
without any treatment. Four weeks before presenation
he started going to the gym and the condition recurred
with more severe rash. His past medical history, family
history and drug history was unremarkable. He was
diagnosed in different private clinics as a case of acne
vulgaris and treated with different topical and systemic
antibiotics but with no response. On examination of
the skin there was 1-2 mm non-follicular erythematous
vesicles and pustules distributed over the chest, back
and few on extremities. There was no comedones.
Systemic evaluation was normal. So our differntial
diagnosis included miliaria pustulosa, acne vulgaris and
drug eruption. His laboratory investigations including
complete blood count, liver function and renal function
tests were within normal. A skin punch biopsy revealed
intraepidermal vesicle, intracpidermal neutrophilic
pustule with several lymphocytes and histiocytes,
mild parakeratosis and absent granular layer. The
dermis showed superficial moderate perivascular and
periadnexal inflammatory lymphocytic infiltration.
Gram stain and Periodic acid schiff stain were negative.
So the case was diagnosed as a case of miliaria pustulosa.
We instructed the patient to avoid hot humid weather
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Figure 1: Classical miliaria lesions on the chest of patient with small
erythematous non-follicular papules.

environment and physical exercise. Initially we started
him on topical soothing agent, mild topical steroid and
topical mupiricin for two weeks. Upon follow up, the
condition was almost the same so we started him on
oral doxycycline 100 once daily for 6 weeks after which
the condition completely resolved.

DISCUSSION

Miliaria is a common disorder of the eccrine glands.
It commonly occurs in tropical humid environments.
Individuals prone to this condition include: Infants,
children, athletes, obese or overweight persons, military
troops, bedridden patients and individuals with
congenital absence or decreased sweating [4-6]. The
disease affects both sexes equally and the most common
affected site is the trunk, the upper back and the lower
back. Miliaria is caused by occlusion of the sweat ducts.
It is thought that the first event in the production of
miliaria is an increase in Staphylocuccous epidermidis
which produce a sticky substance occluding the eccrine
ducts at different levels in the epidermis leading to the
leakage of sweat into the epidermis or dermis leading to
miliaria [7,8]. There are many clinical forms of miliaria
based on the level of occlusion [1]. Miliaria crystallina
or sudamina is caused by obstruction of the sweat ducts
close to the surface of the skin and appears as small
superficial clear vesicles that break easily not associated
with any inflammatory reaction [9]. Miliaria rubra
which is the most commonly encountered form in which
obstruction causes leakage of sweat into the deeper
layers of the epidermis, provoking a local inflammatory
reaction and giving rise to the typical appearance of
erythematous vesicular lesions. It is often accompanied
by intense itching and anhidrosis to the affected
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areas [9]. There is a small risk of heat exhaustion due
to inability to sweat if the patient continues to engage
in heat-producing activity [10]. Miliaria profunda
generally occurs as a complication of repeated episodes
of miliaria rubra. The obstruction is located deep in
the structure of the eccrine gland, causing the gland’s
secretions to leak between the superficial and deep
layers of the dermis. The symptoms, tend to appear
within hours of an activity provoking sweating but
similarly fade within hours when the stimulus for the
sweating is removed. Miliaria profunda is characterised
by non-pruritic, flesh-colored, deep-seated papules [9].
Miliaria pustulosa occurs due to inflammation and
bacterial infection. A rare complication of miliaria
include postmiliarial hypohidrosis which can be severe
enough to impair the individual’s ability to perform
sustained work in a hot environment [9]. Tropical
anhidrotic asthenia is a rare form of miliaria, with long-
lasting poral occlusion, which produces anhidrosis and
heat retention [9,10].Occlusion miliaria is accompanied
by anhidrosis and increased heat-stress susceptibility
such as after the application of extensive polyethylene
film occlusion for 48 hours or longer [9]. The differential
diagnosis of miliaria include: Folliculitus, acne vulgaris,
eczema, allergic rash, drug eruption and Grover’s
disease. In most cases the rash of miliaria will resolve
without intervention. However, severe cases can last
for weeks. General measures including moving to an
air-conditioned environment, avoiding sweat-provoking
activities, occlusive clothing, excessive soap and contact
of the skin with irritants and taking frequent cool
showers. To reduce the severity of symptoms topical
agents that has soothing effect such as calamine or
menthol or camphor-based preparations should be
used. In moderately severe cases mild topical steroids
and antibacterial creams can be used [11]. Our patient
was an athelete who seemingly had recurrent miliaria
rubra which was mismanaged as a case of acne vulgaris.
Since he failed topical treatments we started him on
oral antibiotic. The condition completely resolved
after 6 weeks. It should be emphasized that taking
good history and clinical examination in dermatology
1s mandatory to reach to a correct diagnosis. Besides,
miliaria should be included in the differential diagnosis
of papulopustular eruption in young atheletic individual
and should not be restricted to neonates.
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ABSTRACT

A 27 year old patient presented a swollen lesion in the right mandibular area. Prior to the visit the patient was diagnosed
with acne and was treated for 6 consecutive months with oral limecycline with no positive response. During the visit
the cervicofacial actinomycosis was diagnosed and the patient was administered treatment containing oral amoxycilin
plus clavulanic acid among others. The skin lesion disappeared within three weeks. The authors discuss this case in
spite of diagnostic difficulties of this uncommon condition, especially while differentiating from acne conglobata.

Key words: Actinomycosisl; Cicatrical alopecia; Sinuses; Acne conglobata

INTRODUCTION

The term “Actinomycosis” was derived from the Greek
terms aktino, which refers to the radiating appearance of
a sulfur granule, and mykos, which labels the condition
a mycotic disease. Actinomycosis is a rare subacute or
chronic bacterial infection caused by Gram positive,
anaerobic or microaerophilic bacilli, Actinomyces spp.
These are higher prokaryotic bacteria belonging to the
family Actinomyceataceae. Actinomycosis israclii as the
causative organism was isolated in 1891 [1].

In most cases the disease spreads endogenously as
a secondary infection from the infection foci in the
oral cavity, especially from those related to teeth like
in the present study. In rare cases though the primary
skin actinomycosis may occur [2]. Cervicofacial
actinomycosis is the most common form of the discase
found in the skin; other forms including soft tissue
tumors [3] or coexistence of other bacterial or fungal
infections [4] making the diagnosis even more difficult.

CASE REPORT

A twenty-six years old man presented a skin lesion
having the form of reddish indurated complex of

nodules, located in the mandibular area (Fig. 1). Patient
confirmed the appearance of the lesion from at least
one year ago, followed by complicated endodontic
treatment. During the next few months the patient
was diagnosed with “acne” and treated with systemic
limecycline (300 mg daily for three months, then
150 mg daily for an additional three months) with little
OI 1O response.

A physical examination revealed that the lesion was
palpably hard, having the consistence of cartilage. It
was moderately painful. Submandibular lymph nodes
were not swollen. The area over the nodules bore the
evidence of scaring with permanent hair loss over the
beard (cicatrical alopecia). Further examination showed
the presence of the sinuses in the central part of the
lesion. Gently pressing the lesion allowed to evacuate
a few milliliters of pus which contained small yellowish
so called “grains of sulfur”.

Considering the above the diagnosis of cervicocranial
actinomycosis was stated. The patient was administered
orally: amoxycilin plus clavulanic acid (875 mg +
125 mg) twice a day for three weeks, nabumetonum
500mg once a day for ten days; topically an aerosol
containing neomycine plus dexamethasone twice a day
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Figure 1: Initial status. Please note swollen area bearing the evidence
of cicatrical alopecia.

Figure 2: Status after the treatment. The lesion disappeared however
the scaring on the skin of the cheek remained.

during whole course of treatment. A control visit after
three weeks revealed the disappearance of the lesion
however the scaring on the skin of the check remained
(Fig. 2). The patient was advised to use an ointment
containing 2% chloramphenicol (twice a day for three
months) in order to prevent recurrence.

DISCUSSION

Cervicofacial actinomycosis is typically differentiated
from tertiary syphilis and tuberculosis, in the

© Our Dermatol Online 4.2016

21st century though there are very little cases of both,
especially in Europe and North America. It seems that
younger generations of dermatologists from which the
majority have never seen neither tertiary syphilis nor
skin tuberculosis may have problems with diagnosing
conditions which are clinically similar.

In the present case even given the evidence, well
prepared dermatologists may have problems with
differentiating actinomycosis from quite common acne
conglobata. In both conditions there are nodules, there
may be sinuses; the course is long and the location may
be similar. In contrary to actinomycosis, acne conglobata
lesions are soft, they may be located in upper parts
of the face and some lesions disappear while others
appear in other places. But the most evident symptom
of actinomycosis is the presence of so called “sulfur
granules”, yellow structures being in fact the colonies
of Actinomyces Israeli. The later ones are present in
most types of the disease, even in cutaneous fistulas
in pulmonary actinomycosis [1].

Unlike acne, actinomycosis responds well to the
treatment with penicillins [1,2]. In milder cases
the antimicrobic treatment accompanied with the
administration of anti inflammatory drugs gives
satistactory results. In more serious cases, which may
involve the mandibular bone, surgical intervention is
necessary.

REFERENCES

1. Mabeza G.F, Macfarlane J. Pulmonary actinomycosis. Eur Respir J.
2003;21:545-51.

2. Nair PA, Bodiwala N A, Patel SA, Patel KB. A rare case of cutaneous
actinomycosis. Indian Dermatol Online J. 2013;4:157-8.

3. Akhtar M, Zade MP, Shahane PL, Bangde AP, Soitkar SM. Scalp
actinomycosis presenting as soft tissue tumour: A case report with
literature review. Int J Surg Case Rep. 2015;16:99-101.

4. Beniwal NS, Arora S, Baveja S, Sood A, Mehta R, Bal AS. Coexistent
Actinomycosis and Eumycetoma in an Immunocompetent Patient.
Indian | Dermatol. 2014;59:413-4.

Copyright by Tomasz Wasylyszyn, et al. This is an open access article
distributed under the terms of the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any
medium, provided the original author and source are credited.

Source of Support: Nil, Conflict of Interest: None declared.

452



B report
Ainhum: Clinical, radiographic and therapeutic

aspects, about 3 cases

Amina Nomtondo Ouédraogo’, Patrick Wendpouiré Hamed Dakouré?, Maodo Ndiaye?,
Seraphine Zeba/Lompo*, Fagnima Traoré®, Sayouba Tinto®, Sidnoma Muriel Ouédraogo’,
Patrice Gilbert Tapsoba’, Pascal Niamba’, Fatou Barro-Traoré’, Adama Traoré’

'Department of Dermatology, University Ouaga I Professor Joseph Ki-Zerbo, Raoul Follereau Dermatology Center;
Ouagadougou, Burkina Faso, *Department of Surgery, High Institut of Health Sciences, Orthopaedics and Traumatology
Service, University Hospital Souro Sanou, Bobo Dioulasso, Burkina Faso, *Departement of Dermatology, Cheick Anta
Diop University Dakar, Dermatology clinic, Aristide Le Dantec University Hospital, Dakar, Senegal, *Raoul Follereau
Dermatology Center, Ouagadougou, Burkina Faso, *Dermatology Service of Regional Hospital of Ouahigouya, Burkina
Faso, °Department of Surgery, University Ouaga I Professor Joseph Ki-Zerbo, Orthopaedics and Traumatology

Service, University Hospital Yalgado Ouédraogo, Ouagadougou, Burkina Faso, ’Department of Dermatology, University
Ouaga I Professor Joseph Ki-Zerbo, Dermatology Service University Hospital Yalgado Ouédraogo, Ouagadougou, Burkina
Faso

Corresponding author: Dr. Amina Nomtondo Ouédraogo, E-mail: nomtondo2000@yahoo.fr

ABSTRACT

The ainhum or spontancous dactylolysis is a rare pathologic condition in which a hyperkeratosis necking groove is
formed around the proximal portion of the fifth toe leading to its auto-amputation. They were three all male patients,
aged 32-52 years, without concept of smoking, or similar family pathology, no notion of barefoot walking long distances
or previous trauma. They consulted for pain of the fifth toe or for a desire of amputation of the fifth toe. Disease
duration ranged from 18 months to 6 years. On examination, the patient was in good condition without fever. We
noted a keratotic consistency constriction ring loose or tight enclosing the base of the right fifth toe. The other ends
were free from any constriction. Radiography of the foot noted constriction adjacent soft parts in all patients and bone
involvement in 2 patients. The diagnosis of ainhum was made. A surgical treatment with Z-plasty or amputation was
performed. The outcome was favorable with no uncommitted functional prognosis. The ainhum spontaneous is a
rare disease, the diagnosis is clinical. The prognosis after surgical treatment is favorable. These observations by their
diversity show different aspects of ainhum.
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RESUME

Lainhum ou dactylolyse spontanée est une condition pathologique rare au cours de laquelle une striction
hyperkératosique est formée autour de la partie proximale du 5 orteil conduisant a son auto-amputation.
La maladie intéresse le 5¢me orteil de fagon unilatérale ou bilatérale . Elle a été rapportée chez les sujets de
race noire d'Afrique, mais aussi de 'Amérique du sud, de I'Asie et de I'Inde. Nous rapportons 3 cas d’ainhum
chez des patients burkinabés. Il s’agissait de 3 patients tous de sexe masculin, 4gés de 32 a 52 ans, sans
notion de tabagisme, ni de pathologie familiale similaire, ni de notion de marche prolongée pied nus, ni de
traumatisme antérieur. Ils consultaient soit pour une douleur du 5™ ortelil, soit pour un désir d’amputation
du 5% orteil. La durée d’évolution variait de 18 mois a 6 ans. A 'examen, les patients étaient en bon état
général et apyrétiques. On notait un anneau de striction de consistance kératosique lache ou serré enserrant
la base du 5 orteil droit. Les autres extrémités étaient indemnes de toute constriction. La radiographie
du pied notait une constriction des parties molles adjacentes chez tous les patients et une atteinte osseuse
chez deux patients permettant de poser le diagnostic d’athnum. Un traitement chirurgical par plastie en Z
ou par amputation était réalisée. Lévolution était favorable et le pronostic fonctionnel n’était pas engagé.
Lainhum ou dactylolyse spontanée du 5™ orteil est une pathologie rare, plus souvent rapportée chez les
sujets de race noire. Le diagnostic est clinique. Le pronostic apres le traitement chirurgical est favorable.
Ces observations par leur diversité montrent les différents aspects cliniques et évolutifs de I'ainhum.

Mots clés: Dactylolyse spontanée; Auto-amputation; Plastie en Z; Gangrene seche

INTRODUCTION partie proximale du 5éme orteil conduisant a son auto-

amputation [1]. La maladie intéresse le Seme orteil
Lainhum aussi appelée dactylolyse spontanée est une  de fagon unilatérale, mais des cas bilatéraux ont été
condition pathologique rare au cours de laquelle une  rapportés [2]. Elle a été décrite chez les sujets de race
striction hyperkératosique est formée autour de la  noire d'Afrique, mais aussi de 'Amérique du Sud et de
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I'Inde [1,3,4]. Des facteurs infecticux et traumatiques
liés a un mode vie rural ont été souvent incriminés dans
sa survenue mais actuellement cette théorie semble de
moins en moins évoquée [2].

L'histoire naturelle de 'ainhum peut étre décrite en
quatre stades différents, allant d’une fissure a la face
plantaire du 5¢me orteil jusqu'a 'auto-amputation de
lorteil [5]. En dehors des ainhums vrais d’étiologie
inconnue, il existe des pathologies pouvant conduire a
des états pseudo-ainhumoides telles que la kératodermie
palmoplantaire héréditaire de Vohwinkel, des maladies
acquises comme 'arthropathie goutteuse, la lepre,, les
corps ¢trangers ete [6,11].

Si le traitement au stade de début fait recours a une
plastic en Z, dans les stades avancés, 'amputation
spontanée ou chirurgicale reste la seule issue [1,12].

Nous rapportons 3 cas d’ainhum chez des patients
burkinabés, tous de sexe masculin et ne présentant pas
de tableau de pseudo-ainhum des doigts et des orteils.

CASE REPORTS

Patient 1: Monsieur K S était 4gé de 32 ans de sexe
masculin, sans notion de tabagisme, ni de pathologie
familiale similaire, ni de notion de marche prolongée
pieds nus, ni de traumatisme antérieur. Il a consulté
en dermatologie, pour une constriction du 5™ orteil
droit évoluant depuis 6 ans. La lésion aurait débuté
par un petit anneau constrictif a la base du petit orteil
droit qui se serait lentement ¢largi, avec des douleurs
intermittentes de lorteil lors du port de chaussures
serrées. A l'examen, le patient était en bon état général
et apyrétique. On notait un anneau de constriction
lache d’environ 0,5 ecm de largeur, de consistance
kératosique enserrant la base du 5 orteil droit (Figs 1
et 2). On notait un intertrigo macéré a la face plantaire
de lorteil. Les autres extrémités y compris le 57
orteil gauche étaient indemnes de toute constriction.
A Texamen neurologique, la douleur n’était pas de
type neuropathique. Le reste de 'examen physique
¢tait normal ainsi que les examens biologiques (NFS,
uricémie, glycémie a jeun, créatininemie, transaminases
seriques). La sérologie syphilitique et 'examen du
suc dermique a la recherche de bacille de Hansen
¢taient négatifs. La radiographie du pied ne notait pas
d’atteinte osseuse, mais une discrete constriction des
parties molles adjacentes. Le diagnostic d’ainhum au
stade | était posé. Un traitement a base d’antifongique
topique et une cure chirurgicale consistant en une
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plastic en Z étaient proposés au patient. Le patient
était perdu de vue.

Patient 2: Z N 4gé de 50 ans, sans notion de tabagisme,
ni de pathologie familiale similaire, ni de notion
de marche prolongée pieds nus, ni de traumatisme
antérieur a consulté en dermatologie, pour des douleurs
lancinantes, insomniantes du 5™ orteil gauche, avec
une géne a la marche évoluant depuis 5 ans, mais
aggravées depuis quelques mois. Al'examen, le patient
était en bon état général et apyrétique. On notait
une striction trés serrée par une bande kératosique
de la base du 5™ orteil gauche (Figs. 3 et 4). Lorteil
en aval était noirdtre avec une diminution de la
sensibilité tactile et algésique. La partie en amont de
la striction était douloureuse a la mobilisation. Les
autres extrémités y compris le 5% orteil droit étaient
indemnes de toute constriction. Lexamen neurologique
ne mettait pas en évidence une douleur neuropathique.

Figure 1: Ainhum au stade | avec anneau de constriction & la base
du 5°me orteil du patient 1.

Figure 2: Iconnographie des deux pieds du patient 1: atteinte du 5°m
orteil droit, 5°™ orteil gauche intact.
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Le reste de 'examen physique était normal ainsi que
les examens biologiques (NFS, uricémie glycémie
a jeun, créatininemie, transaminases seriques). La
sérologie syphilitique et I'examen du suc dermique a
la recherche de bacille de Hansen étaient négatifs. La
radiographie du pied notait une ostéolyse en regard
de la striction ainsi qu’une striction serrée des parties
molles. Le diagnostic d’ainhum stade 3 était posé. Un
antalgique était prescrit et une amputation de l'orteil
réalisée. Lévolution apres traitement était favorable.

Patient 3: Monsieur A C, dgé de 52 ans, sans notion
de tabagisme, ni de pathologie familiale similaire,
ni de notion de marche prolongée pieds nus, ni de
traumatisme antéricur a consulté en orthopédie, pour
un désir d’amputation de son 5™ orteil droit qui
présentait des douleurs lancinantes, insomniantes,
avec une géne a la marche. La symptomatologic était
d’aggravation progressive depuis 18 mois. Lexamen
physique notait une striction de la base du 5éme orteil
droit par une bande kératosique tres serrée. La partie
en aval de lorteil était globuleuse, déviée de son axe
normal et douloureuse a la mobilisation (Fig. 5). Le
patient était en bon état général, apyrétique, et les
autres extrémités y compris le 5™ orteil gauche étaient
indemnes de toute constriction. Liexamen neurologique
ne mettait pas en évidence une douleur neuropathique.
Le reste de 'examen physique était normal ainsi que
les examens biologiques (NFS, uricémie, glycémie
a jeun, créatininemie, transaminases seriques). La
sérologie syphilitique et 'examen du suc dermique a
la recherche de bacille de Hansen étaient négatifs. La
radiographie du pied notait une ostéolyse en regard de
la striction avec une constriction des tissus mous. Le
diagnostic d’ainhum stade 3 était posé, un antalgique
prescrit et une amputation réalisée (Fig. 3). Lévolution
apres traitement était favorable.

DISCUSSION

La premicere description d’ainhum a ét¢ faite en 1860
par Clarke, comme étant une gangrene seche du petit
orteil survenant chez des sujets originaires d’Afrique
de I'Ouest [2]. En 1867, Da Silva Lima et Wucherer
ont introduit le terme d’«ainhum» tiré d'un dialecte
d’Afrique et signifiant «vu» [13]. Il intéresse le 5eme
orteil, fait d'une constriction fibreuse, kératosique
enserrant le pli plantaire de l'orteil y créant une douleur
lancinante. La constriction est 1égere au stade I de
début, comme chez notre premier patient. Cette bande
constrictive va progressivement se resserrer, donnant
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Figure 3: Iconographie du pied gauche du patient 2 montrant I
ainhum au stade 3.

Figure 4: Iconographie du patient 2 montrant 'ainhum sur une vue de
la face plantaire du pied.

Figure 5: Iconographie du patient 3 montrant I'ainhum stade 3, avant
et aprés amputation.

les stades 2 et 3 (cas de nos patients 2, 3) créant
une gangrene seche de lorteil, jusqu’a 'amputation
complete de lorteil, correspondant au stade 4 [2].
Une atteinte osseuse est retrouvée dans les derniers
stades, tandis que la constriction des parties molles est
observée dans tous les cas [2,14,15].
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Lainhum constitue une affection rare puisque quelques
cas sont rapportés dans la littérature [2,14,16]. Il
survient principalement chez les sujets d’ascendance
africaine et majoritairement de sexe masculin comme
observé chez nos patients. Cependant, dans la série de
3 cas rapportés par de Koudoukpo, tous les malades
¢taient de sexe féminin [12]. Le diagnostic est souvent
tardif en milicu tropical, apres une durée d’évolution
moyenne supérieure a 18 mois chez nos malades.
Et cect s’expliquerait par le fait que les malades ne
consultent qu’au stade de douleur invalidante.

Aucun de nos malades ne présentait de facteurs
traumatiques susceptibles de créer une striction du
Seme orteil et d’autres 1ésions a distance pouvant
s'intégrer dans le cadre d'une maladie générale. En
effet, en zone tropicale devant toute mutilation
spontanée de membre, il est important d’éliminer
la maladie de Hansen ou une syphilis dans sa phase
tardive. En outre, 'absence d’arthropathie chez nos
malades et le taux normal de I'uricémie éliminaient le
diagnostic d’'une goutte.

Le pseudo-ainhum peut survenir également dans
les maladies de systeéme a tropisme articulaire et
vasculaire comme le lupus systémique, la sclérodermie
systémique, la polyarthrite rthumatoide et/ou les
troubles de vascularisation des extrémités liés au
diabete . Ces pathologies n’ont pas été retrouvées chez
nos malades. De plus, il est important d’éliminer les
tableaux de pseudo-aihnums qui peuvent étre retrouvés
dans plusieurs troubles de la kératinisation tels que
les kératodermies palmoplantaires congénitales ou
acquises, le syndrome de Vohwinkel [10,11] la maladie
de Papillon-Lefevre 8], le mal du syndrome M¢léda,
I'hyperkératose acral focale dans le pityriasis rubra
pilaire et la porokératose de Mibelli [7]. Souvent le
caractere transgrédient ou progrédient, I'existence de
lésions a distance et des cas similaires au sein de la
famille y sont souvent associés.

Létiopathogénie de I’ ainhum n’est pas encore bien
¢lucidée, mais plusicurs hypothéses ont été émises:

-une production accrue de fibroplastes en réponse a un
stimuli excessif lors d’infections ou de traumatismes

répétés [14].

-une fibrose localisée formant une bande de collagene
constrictive en réponse a des lésions tissulaires d’
inflammation chronique, ou d’un processus de
cicatrisation de lorteil [7,17]. -une anomalie de
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la vascularisation du calcanéum par artere tibiale
postérieure [5].

La prise en charge thérapeutique de I” ainhum est
chirurgicale. Elle fait recours a une plastie en Z au
stade de début. Dans les stades avancés, 'amputation
est de mise [18,19], et le patient peut étre lui-méme
demandeur de cette amputation « salvatrice » devant
la douleur intense, insomniante comme noté chez
notre dernier patient. Malgré le risque de récidive
apres la plastie en Z, le pronostic fonctionnel n’est
généralement pas engagé [18]. En effet, 'amputation
aboutissant a une absence du dernier orteil ne géne ni
la marche, ni la station debout car l'appui du pied se
fait sur le métatarse et le gros orteil.

CONCLUSION

Lainhum ou dactylolyse spontanée du 57 orteil est une
pathologie rare, plus souvent rapportée chez les sujets
de race noire, mais également en Asie et en Inde . Le
diagnostic positif est clinique. La radiographie permet
mettre en evidence la constriction des parties molles et
d’apprécier le degré de I'atteinte osseuse. Le traitement
est chirurgical. Le pronostic fonctionnel est bon apres
traitement. Lintérét de nos cas réside en leur diversité
montrant les différents aspects cliniques et évolutifs
du ainhum.
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ABSTRACT

Kawasaki disease, first cause of heart disease acquired in child in industrialized countries has been poorly described
in Africa. We report a complete form of Kawasaki discase with dilatation of the coronary arteries in a patient. A 3 year
old girl was seen in dermatology for persistent fever, itching and flaking broadcasts lasting for three weeks. At initial
examination, she had a fever of 39.5°C, bilateral non-purulent conjunctivis, cheilitis, erythema and edema of the
backs of the hands and feet moving toward membranous desquamation, non-purulent cervical lymphadenopathy and
dilation of the coronary arteries. Acetylsalicylic acid and intravenous immunoglobulin allowed complete remission of
clinical symptoms and regression of cardiac complications. This suggests that it is necessary to evoke Kawasaki discase
in the presence of a fever in the long term that does not respond to the usual treatments accompanied by a rash and
look for other manifestations of the disease.
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RESUME

La maladie de Kawasaki, premicre cause de cardiopathie acquise de I'enfant dans les pays industrialisés, a ét¢ tres peu
décrite en Afrique. Nous rapportons une forme complete de la maladie de Kawasaki avec dilatation des arteres coronaires
chez une patiente. Une fillette de 3 ans était emmenée en dermatologie pour une fievre persistante, un prurit et une
desquamation diffuse évoluant depuis trois semaines. A 'examen, elle avait une fievre a 39,5°C, une conjonctivite
bilatérale, une chéilite, un érythéme et cedémes aux dos des pieds et des mains évoluant vers une desquamation en doigts
de gants, des adénopathies cervicales aigués non suppuratives et une dilatation des artéres coronaires.Uadministration
d’acide acétylsalicylique et des immunoglobulines intraveineuses a permis une rémission compléete des manifestations
cliniques et une régression des complications cardiaques. Cette observation suggere qu’il il faut évoquer la maladie de
Kawasaki en présence d'une fievre au long cours qui ne répond pas aux traitements usuels accompagné d’une éruption

cutanée et rechercher d’autres manifestations de la maladie.

Mots clés: Maladie de Kawasaki complete; Enfant; Lomé; Togo

INTRODUCTION

La maladie ou syndrome adéno-cutanéo-muqueux de
Kawasaki est une vascularite fébrile aigué systémique
qui touche principalement le jeune enfant et le
nourrisson [1]. Elle a été décrite pour la premiere fois en
1967 par Tomisaku Kawasaki [2] et constitue la premiere
cause de maladie cardiaque acquise de I'enfant dans les
pays industrialisés [3]. Elle survient dans §0% a 90%
chez les enfants de moins de 5 ans [3-5].

Bien que rapportée de par le monde entier [3], la
maladie de Kawasaki est plus fréquente dans les
populations asiatiques, en particulier au Japon.
En Afrique, des cas de la maladie de Kawasaki ont
¢galement été rapportés [6-10], mais aucun cas n’a

concerné le Togo. Nous rapportons un premier cas
de la maladie de Kawasaki chez un enfant de 3 ans
traité efficacement avec des immunoglobulines
intraveineuses et de 'acide acétylsalicylique.

CASE REPORT

Une fillette de 3 ans était emmenée en consultation
dermatologique pour une fievre persistante, un prurit
et une desquamation diffuse évoluant depuis trois
semaines. Cette fievre était résistante aux traitements
antipyrétiques, aux antibiotiques et aux antipaludéens
usuels.

La fillette était née par césarienne d’une grossesse
gémellaire monoamniotique monochoriale a terme
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et les suites de couches étaient simples. La sceur
jumelle était en bonne santé apparente. Il n'y avait
pas d’histoire familiale de maladie de Kawasaki.
ATlexamen, le poids (15Kg) et la taille (96 centimetre)
¢taient normales pour son 4ge. Lenfant était
en mauvais état général, tres irritable, avec une
hyperthermie 4 39°5C et des cedémes aux dos
des pieds et des mains. A I'examen, il y avait une
érythrodermie avec accentuation de 'érytheme au
niveau des plis, des paumes des mains et des plantes
des pieds (Fig. 1). On notait une desquamation en
lambeau plus accentuée au cuir chevelu, avec un
aspect en doigt de gants au niveau des mains et des
pieds (Fig. 2), une excoriation diffuse, des érosions
et des fissures au cou, plis axillaires, plis inguinaux
et creux poplités. Il n’y avait pas d’inflammation
cutanée au site de vaccination par le BCG. Le signe
de Nikolski était absent. On notait également une
chéilite avec des levres rouge seche fissuraire et
une langue dépapillée. La muqueuse oropharyngée
¢tait érythémateuse entrainant une dysphagie. La
muqueuse oculaire était le siege d’'une conjonctivite
bilatérale non purulente avec hyperhémie (Fig. 3) et
un érythéme palpébral. On notait une mélanonychie
avec onycholyse distale des ongles des pieds et des
mains. Les lésions cutanées étaient associées a des
adénopathies cervicales mesurant environ 3mm de
grand axe mobiles de consistance ferme n’adhérant
pas au plan profond. Il n’y avait pas de douleur ou de
masse abdominale a la palpation. Le reste de 'examen
physique était normal.

A la biologie, il y avait un syndrome inflammatoire
avec une vitesse de sédimentation 3 90 mm a la
lere heure, la protéine C-réactive a 245,0lmg/l,
une hypo albuminémie a 27,5g/l. Lhémogramme
notait une anémie normocytaire normochrome a
9,5g/dl, une thrombocytose a 840.000/mm® et une
hyperleucocytose a polynucléaires neutrophiles a
19.648 PNN/mm’. Les fonctions rénale et hépatique
¢taient normales. La sérologie VIH, la goutte épaisse a
la recherche du Plasmodium falciparum, ’hémoculture
et 'examen cytobactériologique des urines étaient
négatives. Léchographie doppler cardiaque avait
objectivé une dilatation des arteres coronaires droite
(ostium coronaire droit = 3,5 a 3,9 millimetre, tronc
droit = 4mm) et gauche (ostium coronaire gauche:
3,5mm a 3,8Smm, tronc gauche 3,6mm) (Fig. 4).

Nous avons retenu le diagnostic de la maladie de
Kawasaki en phase de complication cardiovasculaire et
mis la patiente sous Immunoglobuline intraveineuse a

© Our Dermatol Online 4.2016

Figure 3: Conjonctivite bilatérale non purulente.

la dose unique de 2g/kg a passer par paliers en 12 heures
associ¢e 75mg/kg/j d’acide acétylsalicylique.

Lévolution était favorable avec une apyrexie a la
48heures, une régression progressive de I'érythrodermie.
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Figure 4: Dilatation des artéres coronaires.

Le contréle échographique fait un mois apres a noté
une régression de la dilatation des artéres coronaires
droit (ostium coronaire droit = 3 mm tronc =2 4mm)
et gauche (ostium coronaire gauche =3mm
tronc = 2,6mm).

DISCUSSION
Le diagnostic de maladie de Kawasaki avait été
retenu devant la présence chez un enfant de 3 ans: 1)

d’une fievre a 39,5°C persistante et ne répondant pas

© Our Dermatol Online 4.2016

aux antipyrétiques et antibiotiques usuels; 11) d'une
conjonctivale bilatérale non purulente; iii) de 1ésions
buccales a type de chéilite avec des levres rouge seche
fissuraire et une langue dépapillée; iv) d’un érytheme
et oedemes aux dos des pieds et des mains évoluant
vers une desquamation en doigts de gants; v) d’un
exantheéme scarlatiniforme et vi) d’adénopathies
cervicales aigues non suppuratives, La maladie de
Kawasaki est une vascularite fébrile aigue systémique
dont la physiopathologie encore mal connue est
probablement liée a la production importante de
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cytokines pro inflammatoires probablement en réponse
aun agent infectieux, chez des patients génétiquement
prédisposés [1]. En effet, le risque de survenue de la
maladie chez les jumeaux est de 13% et les cas rapportés
de maladie de Kawasaki chez les enfants de parents ayant
eu la maladie dans I'enfance supportent également le
role des facteurs génétiques [1]. Dans notre observation,
la deuxieme jumelle était indemne et il n’y avait pas
d’histoire de maladie de Kawasaki chez les parents.

Elle survient dans 80 & 90% des cas chez les enfants
de moins de 5 ans [3], ce qui est concordant avec 'dge
de notre patiente. Une série congolaise de 11 cas de
maladie de Kawasaki rapporte une moyenne d’age de

16,5 £ 5,9 mois [10].

La maladie de Kawasaki est caractérisée par un
polymorphisme clinique et une absence de signes para
cliniques spécifiques d’ou des difficultés diagnostiques
et une élaboration de criteres diagnostiques qui sont
au nombre de six [2,11]. Le diagnostic est probable si
cinq de ces six criteres sont présents.

Comme dans notre observation, neuf des 11 patients
de la série congolaise avaient une forme complete avec
la présence des six criteres diagnostiques [10]. Aucune
biologie n’est spécifique de la maladie de Kawasaki.
Cependant, une hyperleucocytose a polynucléaires
neutrophile, une anémie normocytaire, une
thrombocytose a la deuxieme semaine, une ¢élévation
de la vitesse de sédimentation et de la C-réactive
protéine sont souvent rapportés [11]. Lélévation de
la C-réactive protéine et la thrombocytose étaient
rapport¢ respectivement dans 41% de cas et 100% de
cas chez les patients ayant une maladie de Kawasaki
dans une étude cas-témoins en Inde [12]. Chez notre
patiente, ces anomalies biologiques étaient présentes
notamment un syndrome inflammatoire biologique,
une hyperleucocytose a polynucléaires neutrophiles et
une thrombocytose.

Latteinte cardiaque fait toute la gravité de la maladie de
Kawasaki. Elle était retrouvée chez 48,2% des patients
en Inde [12]. Au Congo, I"échographie cardiaque
avait été réalisé chez un seul patient, 34 jour apres le
début de la maladie, et était normale [7]. Chez notre
patiente, I'échographie cardiaque notait une dilatation
des arteres coronaires témoignant d’un diagnostic assez
tardif. La rareté et la méconnaissance de la maladie
expliquent les errances diagnostiques qui ont contribué
au retard diagnostique. Les complications cardiaques de
la maladie de Kawasaki a type de dilatation des arteres
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coronaires ou d’anévrisme coronarienne surviennent
chez 15% a 25% des patients non traités [11]. Ces
complications constituent la principale cause de la
morbi-mortalité de la maladie a long terme [1]. La
survenue d’un anévrysme est favorisée par un ige
supérieur a 8 ans, un taux de plaquettes inférieur a
350000/mm3 et surtout I'administration tardive des
immunoglobulines, apres 10 jours de fievre [4].

Les immunoglobulines intraveineuses restent le
traitement de choix de cette affection et permet de
diminuer le risque de survenue des anévrysmes [1].
Cependant, le coit élevé de ce traitement et sa non
disponibilité dans les pays en développement limitent
sont utilisation. Dans les séries de cas rapportés en
Afrique, seul 'acide acétylsalicylique a été utilisé [7,10].

Lutilisation de l'acide acétylsalicylique est surtout
nécessaire pour diminuer les risques de thrombose
coronarienne pendant la phase aigué, et doit étre
continuée a dose faible a distance de la phase aigue
de la maladie.

Chez notre patiente, nous avons associé un traitement
abase d'immunoglobulines et d’acide acétylsalicylique.
La non disponibilité au Togo des immunoglobulines et
leur cofit tres élevé ont contribué a retarder la prise en
charge de notre patiente. En effet les immunoglobulines
ont été commandées en France.

Malgré le retard dans la prise en charge, I'évolution a
¢été favorable chez notre patiente avec une régression
progressive de la dilatation des artéres coronaires
au controle échographique. Dadministration méme
tardive d'immunoglobulines semble bénéfique, comme
le suggere une étude multicentrique frangaise dans
laquelle les complications cardiovasculaires séveres sont
en réalité rares et I'évolution des atteintes cardiaques
est le plus souvent favorable [9].

CONCLUSION

La maladie de Kawasaki est une affection cosmopolite.
Cependant sa rareté en Afrique subsaharienne peu
s’expliquer par un sous diagnostic des cas. Il faut y
penser devant une fievre persistante ne répondant pas
aux traitements habituels, des 1ésions cutanées distales
associées a une atteinte muqueuse, et rechercher les
autres criteres cliniques. Le traitement repose sur les
immunoglobulines associées a 'acide acétylsalicylique
et doit étre institué tot afin de limiter les complications
cardiaques.
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ABSTRACT

Trichotillomania is a chronic disorder characterized by the fact of tearing the hair by oneself, resulting in considerable
loss of it. This disorder appears to be a relatively common in pediatric population. Its ocurrence is associated with
significant morbidity, comorbidity and functional impairment in adults, surprisingly few studies investigating the
psychopathology of trichotillomania actually they included teenagers or children. Recent reviews have shown the
efficacy of cognitive-behavioral pediatric trichotillomania, therapy but have also noted problems with relapse; these same
reviews have mentioned the general lack of benefit associated with treatment only with selective inhibitors of serotonin
reuptake. Recent developments in pharmacotherapy has been suggested that other medicines (atypical antipsychotics,
opioid blockers and modulators glutamate) are promising as treatments for trichotillomania, both children and adults.
This article has the overall objective to conduct a general review of the prevailing trends in pediatric trichotillomania,
emphasizing the evaluation of pathology and the most current treatment recommendations.
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RESUMEN

La tricotilomania es un trastorno crénico, que se caracteriza por el hecho de arrancar el propio cabello, lo que resulta en
la pérdida notable del mismo. Si bien la parece ser un trastorno pedidtrico de aparicién relativamente comin asociado
con una morbilidad significativa, comorbilidad y deterioro funcional en adultos, sorprendentemente pocos estudios
de investigacién de la psicopatologia de la tricotilomania han incluido en realidad a adolescentes o nifios. Revisiones
recientes han puesto de manifiesto la eficacia de la terapia cognitivo-conductual parala tricotilomania pedidtrica, pero
también han sefialado problemas con la recaida; estas mismas revisiones han mencionado la falta general de beneficio
asociado con el tratamiento solo con inhibidores selectivos de la recaptacién de serotonina. La evolucién reciente de
la farmacoterapia ha sugerido que otros medicamentos (antipsicéticos atipicos, bloqueadores opidceos y moduladores
del glutamato) son prometedores como tratamientos para el tricotilomania, tanto en nifios como adultos. El presente
articulo tiene el objetivo general de realizar una revisién general de las tendencias reinantes en tricotilomania pedidtrica,
haciendo hincapié en la valoracién de la patologia y las recomendaciones mas actuales de tratamiento.

Palabras clave: Tricotilomania; Nifios y adolescentes; Terapia cognitivo-conductual; Farmacoterapia

INTRODUCCION

Then Rapunzel let down the braids of her hair,
and the enchantress climbed up to her. ‘If that is
the ladder by which one mounts, [ too will try my
fortune,” said he, and the next day when it began to
grow dark, he went to the tower and cried: ‘Rapunzel,
Rapunzel, Let down your hair to me.” Immediately
the hair fell down and the king’s son climbed up. The
Grimm Brothers, 1812.

Durante el transcurso de la historia de la humanidad
el pelo ha tenido diversos significados, por lo que
ha sido objeto de tradiciones y creencias. Tiene un
papel fundamental para definir la individualidad y
apariencia de cada persona. El término tricotilomania
(tricotilomania) define las caracteristicas del
padecimiento y corresponde a una palabra compuesta
por: trico (pelo), tilo (jalar) y mania (afecto anormal
por un objeto, lugar o accién especifica) [1].

La tricotilomania es un trastorno del control de
impulsos, crénico, que se caracteriza por el hecho de
arrancar el propio cabello, lo que resulta en la pérdida
notable del mismo [2,3].

Si bien la tricotilomania parece ser un trastorno
pedidtrico de aparicién relativamente comin asociado
con una morbilidad significativa, comorbilidad y
deterioro funcional en adultos [4], sorprendentemente
pocos estudios de investigacién de la psicopatologia de la
tricotilomania han incluido en realidad a adolescentes o
ninos y, ademds, hasta el momento, no se han publicado
ensayos controlados aleatorios de las intervenciones
psicofarmacoldgicas para jovenes con tricotilomania.

En ese sentido, el presente articulo tiene el objetivo
general de realizar una revisiéon general de las
tendencias reinantes en tricotilomania pedidtrica,
haciendo hincapié en la valoracién de la patologia y las
recomendaciones mds actuales de tratamiento.

How to cite this article: Torales J, Di Martino Ortiz B. Una pequefia puesta al dia sobre la tricotilomania. Our Dermatol Online. 2016;7(4):465-471.

Submission: 10.05.2016; Acceptance: 23.07.2016
DOI: 10.7241/ourd.20164.127

© Our Dermatol Online 4.2016

466



www.odermatol.com

TRICOTILOMANIA: CARACTERISTICAS
EPIDEMIOLOGICAS Y CLINICAS

Epidemiologia

Aunque estudios epidemiolégicos completos y de gran
escala aun no se han llevado a cabo, se estima, por
estudios mds pequenos, que la tricotilomania afecta a
1-3.5% de adolescentes y adultos jévenes; no obstante,
su prevalencia entre los nifios mds pequenios siguen
siendo desconocidas [5].

Fl inicio de tricotilomania en la infancia o en la
adolescencia (inicio entre los 5 y 13 afios de edad)
parece ser la norma; en la infancia la relacion hombre-
mujer es igual, mientras que en la adolescencia y la
edad adulta las mujeres la padecen mas [6].

Clinica

El autoarrancamiento del pelo ocasiona placas
pseudoalopécicas de diversos tamanos, con distintos
grados de extension, de forma geométrica (lineales o
circulares), con diferentes tamanos de pelo, pelos nuevos
y otros cortos y rotos (Fig. 1). El dano ocasionado al jalar
el pelo llega ala raiz haciéndola distréfica, generalmente
con ausencia de inflamacién o anormalidades en la piel
cabelluda, en algunas ocasiones puede existir eritema
perifolicular, hemorragia o excoriaciones. Algunos
pacientes tienen el signo del “fraile Tuck”, ya que
asemejan las caracteristicas adoptadas por ciertos
monjes cristianos y se distingue por areas con pérdida
de pelo, pelos rotos o de varias longitudes en un patrén
circular, rodeados por pelos normales [1].

FiWgura 1: Clinica. Nifio de 1 afio y 4 meses. Desde hace 4 meses
el nino empieza a arrancarse cabellos. El evento coincide con el inicio
de la actividad laboral de la madre.

© Our Dermatol Online 4.2016

Los ninos tienden a jalarse el pelo en diversos sitios
siendo mds frecuente la cabeza, sobre todo en regiones
parictotemporales, habitualmente en forma simétrica.
En adultos, ademds de estas dareas descritas, y en
orden de frecuencia, se produce autoarrancamiento
en pestanas, cejas, region pubica, brazos, cara, bigote,
piernas, pecho y abdomen.

El autoarrancamiento puede realizarse con la mano
dominante, no dominante o con ambas, pero pueden
valerse de otros instrumentos, como: Tijeras, cepillos,
rastrillos; muchos pacientes no quedan conformes
con arrancar el pelo y llegan incluso a examinar,
jugar o manipular el pelo arrancado con manos o la
boca, llegando a masticarlo e ingerirlo (tricofagia),
y como resultado llegan a padecer tricobezoar (bola
de pelos) en el lumen del conducto digestivo, lo
que origina complicaciones gastrointestinales graves
como: Obstruccién intestinal, intususcepcion,
ulceracion o perforacion [7].

FUNCIONALIDAD EN LA TRICOTILOMANIA

El efecto que produce la tricotilomania en la
funcionalidad ha sido un tema de mayor estudio en la
ultima década, ylo que se ha hecho evidente a partir de
estas investigaciones es que la tricotilomania estd lejos
de ser trivial en términos de su impacto. Adolescentes
y adultos afectos de tricotilomania informan de
deterioro importante en las dreas escolar, laboral y en el
funcionamiento social, disminucion de las aspiraciones
profesionales y gran ausentismo, tanto escolar como

laboral [8].

La poblacién adolescente también informa buscar
considerables recursos en los métodos de ocultamiento
de la afeccion y, ya de adultos, solicitar diversos
tratamientos con diferentes grados de éxito [9].

Como la tricotilomania generalmente se produce
durante los afios sensibles del desarrollo, la misma
puede ser particularmente discapacitante; de hecho,
se ha probado que la tricotilomania puede menoscabar
los ambitos social y académico de los nifios mayores y
adolescentes. Muchos adolescentes con tricotilomania
expresan gran temor de que sus companeros de clase
y amigos descubran sus partes calvas y los evalden
negativamente como consecuencia de ello. Esto se
puede también traducir en un impacto negativo
en el funcionamiento familiar, contribuyendo a
las discusiones familiares y al secreto, que a su vez
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pueden aumentar el estrés y empeorar los sintomas de
tricotilomania [10].

No estd claro si estas dificultades de la familia son
causales o en gran medida consecuencia del desarrollo
de la tricotilomania; atn faltan de investigaciones
longitudinales para hacer frente a esta importante
cuestion.

FACTORES DE DESARROLLO,
PSICOPATOLOGIA Y TRATAMIENTO DE
LA TRICOTILOMANIA

Una de las principales prioridades de la investigacion de
la psicopatologia y el tratamiento de la tricotilomania
es reclutar muestras de poblacién de edades mas
pequenas, con el objetivo de mejorar la comprension
de la patologia més cerca de su momento de apariciéon
y, por extensién, del tratamiento de la misma
tricotilomania en las primeras edades.

El tratamiento temprano de la tricotilomania reducira
quiza el futuro deterioro funcional y prevendrd el
desarrollo de trastornos comérbidos debilitantes. Los
pocos estudios que han examinado la tricotilomania
y su tratamiento en muestras mds jovenes han
documentado la presencia de tricotilomania desde
en ninos hasta adolescentes y han sugerido que
esta poblacion presenta respuesta positiva a las
intervenciones conductuales [11]. Sin embargo, a
pesar del hecho de que la tricotilomania parece ser
un trastorno pedidtrico de apariciéon relativamente
comun asociado con una morbilidad significativa,
comorbilidad y deterioro funcional en adultos [4],
sorprendentemente pocos estudios de investigacion de
la psicopatologia de la tricotilomania han incluido en
realidad a adolescentes o nifios. Hasta el momento, no
se han publicado ensayos controlados aleatorios de las
intervenciones psicofarmacolégicas para jovenes con
tricotilomania. Los resultados iniciales de la terapia
cognitivo-conductual han sido alentadores [2], pero
las cuestiones fundamentales relacionadas con el papel
de los factores de desarrollo en la psicopatologia y la
respuesta al tratamiento de la tricotilomania atn no
se han abordado.

Hasta hoy se sabe muy poco acerca de la presentacion
de sintomas en nifios pequefios, pero parece que
el cuero cabelludo es el sitio donde se arrancan
mdas comunmente los adultos y los nifios mayores y
adolescentes. El arrancado puede ser tanto automético

© Our Dermatol Online 4.2016

(es decir, fuera de la conciencia) y centrado (es decir, en
respuesta a desencadenantes identificables afectivos)
dentro de cada individuo, en lugar de exclusivamente
una forma u otra [12], aunque parece que podria haber
una mayor preponderancia de arrancado automatico en
muestras mas jovenes.

El concepto de impulso premonitorio, que se ha
debatido ampliamente en el contexto de los trastornos
por tics crénicos [2], también parece ser importante, ya
que la mayoria de los participantes en los estudios de
tricotilomania hasta la fecha han informado de al menos
algo de tensién o alguna otra sensacién desagradable
precede, aunque no precipite, al arrancado [13]. Es
posible que los ninos pequenios no hayan desarrollado las
habilidades de expresividad emocional y la conciencia
necesaria para poder identificar y reportar este tipo
de fendmenos, lo que pudiera requerir un énfasis en
el tratamiento conductual para la identificacion de
los momentos de alto riesgo para estirar el cabello, en
lugar de depender de la capacidad del paciente para
reconocer ¢ informar de que el impulso de tirar va en
aumento.

OPCIONES ACTUALES DE TRATAMIENTO

Un estudio completo de toda la literatura existente

sobre el tratamiento va més alla del alcance del presente

articulo, pero las revisiones recientes han puesto de
manifiesto varios puntos clave:

1. Laterapia cognitivo-conductual es muy beneficiosa;

2. Los inhibidores selectivos de la recaptacion de
serotonina generalmente no parecen ser eficaces
en la reduccién de los sintomas de la conducta de
arrancamiento per se;

3. Varios compuestos que parecen afectar a otros
sistemas de neurotransmisores constituyen alguna
promesa para el tratamiento de la tricotilomania;

4. Los tratamientos combinados de terapia cognitivo-
conductual mas medicacién pueden eventualmente
resultar utiles; y,

5. La ausencia de pruebas de ensayos controlados
aleatorizados en muestras pedidtricas obstaculiza
el desarrollo de tratamientos y planes terapéuticos
para esta poblacion tan vulnerable.

Las intervenciones conductuales para la tricotilomania
por lo general han incluido tres elementos
fundamentales [2]: En primer lugar, la formacion de la
conciencia, en el que las técnicas (por ejemplo, el auto-
control) se implementan para mejorar el conocimiento
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del paciente acerca de su conducta de arrancamiento
y, mejor aun, la conciencia de la sensacién de urgencia
que precede a la conducta; en segundo lugar, el control
de estimulos, que incluye una variedad de métodos que
sirven como “reductores de velocidad” para reducir
la probabilidad de que los arranques se inicien; y
tercero, la capacitacion en competencia de respuesta,
donde a los pacientes se les ensefia que a la primera
senal de tirar el pelo, o de la urgencia de tirar, realicen
una conducta que es fisicamente incompatible con el
arranque por un breve periodo de tiempo hasta que la
urgencia desaparezca.

Opiniones de expertos coinciden con la literatura al
senalar que la terapia cognitivo-conductual que incluya
entrenamiento en revision del hébito es la opcion de
primera linea en la tricotilomania pedidtrica [14].
También es generalmente aceptado, hoy por hoy, que
los ISRS, aunque potencialmente ttiles para tratar
los sintomas comorbidos de ansiedad y depresion, no
se consideran tratamientos de primera linea para las
conductas de arranque per se. Un estudio reciente
apoyo la eficacia de la combinacion entre un ISRS con
terapia conductual, con resultados positivos por encima
de la terapia conductual o la medicacién solas; no
obstante, se necesita la replicacién de estos hallazgos,
a través de otros estudios, para poder validarlos.

La terapia cognitivo-conductual, aunque eficaz, no
estd exenta de limitaciones, la mds importante de las
cuales es la observacién de que la recaida después del
tratamiento es comun.

Actualmente, existe la esperanza de que las herramientas
de investigacion desarrolladas para examinar mas
especificamente estilos de arranquen (automdtico o
centrado), ayudardn a los investigadores clinicos en
la generacion de intervenciones conductuales mads

Tabla 1: Nuevos farmacos para el tratamiento de la tricotilomania

especificas que se pueden adaptar a los perfiles de
arranque individuales.

La evolucién reciente de la investigacién
psicofarmacolégica informa farmacos que modulan los
sistemas de neurotransmisores distintos a la serotonina
podrian llegar a ser ttiles para reducir el comportamiento
y la urgencia de las conductas de arrancamiento. Como
se menciono previamente, los ISRS ofrecen muy poco
beneficio clinico en los pacientes con tricotilomania,
mas alld de lo que puede esperarse de una pildora de
placebo [2]. La clomipramina, un antidepresivo triciclico
con propiedades serotoninérgicas y otras, parece ser
mads eficaz que el placebo, pero su desfavorable pertfil
de efectos secundarios hace que sea un tratamiento
de segunda linea. En su lugar, han surgido nuevos
datos para apoyar, al menos preliminarmente, la
eficacia de un antagonista opioide (naltrexona), un
modulador del glutamato (N-acetilcisteina [NAC]) y un
antipsicético atipico (olanzapina) para el tratamiento
de la tricotilomanta.

La Tabla 1 informa las evidencias para los farmacos
citados arriba.

RECOMENDACIONES TERAPEUTICAS

Como se indic6é mads arriba, los nifios y adolescentes
con tricotilomania deben recibir terapia cognitivo-
conductual, que incluya especificamente entrenamiento
enlareversion del hdbito [19-21]. Desafortunadamente,
la falta de ensayos controlados aleatorizados en
poblaciones mds jovenes, hace que quiénes tratamos a
nifios y adolescentes con tricotilomania carezcamos atin
de pruebas suficientes para guiar la toma de decisiones
terapéuticas y clinicas. Ademads de la terapia de
reversion del hdbito, en la Unidad de Psicodermatologia
de la Facultad de Ciencias Médicas de la Universidad

Naltrexona

Muchos investigadores han hecho hincapié en la superposicién neurobiolégica y fenomenolégica subyacente entre la tricotilomania y las

conductas adictivas. En consecuencia, los medicamentos que bloquean la unién de opidceos pueden también ser Utiles en la disminucién
del refuerzo positivo derivado de las conductas de arrancamiento, disminuyendo, por lo tanto, la fuerza y el impulso que afecta el
comportamiento [15]. Un primer ensayo abierto en 14 nifios con tricotilomania encontré que la naltrexona reduce el arranque de pelo,

no asociandose su uso con ningun efecto secundario significativo [16]. No obstante, alin se necesitan mas estudios sobre la eficacia y

seguridad de esta droga en la poblacién pediatrica
N-acetilcisteina

EI NAC, modulador del glutamato, ha resultado ser superior al placebo en ensayos controlados aleatorizados en adultos con tricotilomania.

Las tasas de respuesta de tratamiento fueron superiores en el grupo tratado con NAC que en el grupo control, y ademas, estas tasas
fueron comparables a las observadas con terapia cognitivo-conductual. Ademas, su escaso perfil de efectos secundarios, hace de esta
droga muy prometedora para el futuro cercano del tratamiento de la tricotilomania [17]

Olanzapina

La similitud formal, si no funcional, entre los comportamientos repetitivos observados en los trastornos de tics y los vistos en la

tricotilomania es la que llevé a algunos investigadores a examinar la utilidad potencial de los antipsicéticos atipicos para el tratamiento

de la tricotilomania, ya sean solos o en combinacién con los ISRS. En el primer estudio controlado aleatorio de esta intervencion, se
encontré que la monoterapia con olanzapina es superior al placebo en los adultos, aunque el perfil de efectos secundarios para esta clase
de medicamentos, que incluye el aumento de peso significativo, disfuncion metabdlica y sintomas extra piramidales [18], hace que sean
considerados como de segunda linea, cuando otros tratamientos no estan disponibles
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Nacional de Asuncién, el plan terapéutico de la
tricotilomania pediatrica se centra en la psicoeducacion
y consejeria de apoyo para ninos y adolescentes con
tricotilomania.

Fnlo que respecta ala utilidad de la farmacoterapia en
el tratamiento de la tricotilomania, estudios controlados
con NAC y otras medicaciones prometedoras, solas o
en combinacién con la terapia cognitivo-conductual,
son todavia necesarios a lo largo de todo el espectro de
desarrollo de la poblacién pediatrica.

Nuestra opinién como integrantes de la Unidad de
Psicodermatologia de la Facultad de Ciencias Médicas
de la Universidad Nacional de Asuncion, sobre las
opciones de tratamiento para la tricotilomania incluye
la llamada de atencién de que si bien la terapia
cognitivo-conductual es el tratamiento de primera
linea para la tricotilomanta, ésta es a veces de dificil
acceso a los pacientes, en el caso de la Republica del
Paraguay. Muchos psiquiatras no practican la terapia
cognitivo-conductual, ni incorporan el entrenamiento
en la reversion del hdbito en su ejecucion. Los esfuerzos
para difundir esta técnica deben ser aumentados, a fin
de permitir que este tratamiento sea ejecutado con més
frecuencia en la comunidad.

Sibien los tltimos 5 afios han sido muy productivos enlo
que respecta a la investigacion sobre la tricotilomania, y
el trabajo que se ha llevado a cabo recientemente sienta
las bases para la proxima generacion de investigadores
para seguir avanzando en nuestro conocimiento sobre
la psicopatologia de la tricotilomania, su neurobiologia
subyacente, su capacidad de respuesta al tratamiento
existente, el desarrollo de tratamientos empiricamente
informados, y la difusion de los métodos mas eficaces
en entornos comunitarios, en la actualidad los avances
logrados en no han impactado la préctica clinica més
alld del d4mbito académico.

Todavia se necesitan mds ensayos controlados
aleatorizados para replicar los resultados recientes con
la terapia cognitivo-conductual en nifios y adolescentes,
para el tratamiento combinado en los adultos, y
para la utilizacion de NAC, antipsicoticos atipicos y
antagonistas opidceos en todo el espectro del desarrollo.

Particularmente, la NAC puede llegar a ser la mds
influyente de las nuevas medicaciones, teniendo en cuenta
las conclusiones iniciales sobre su eficacia y seguridad,
aunque todavia se necesitan estudios de su eficacia y
seguridad a largo plazo en muestras mds jévenes.

© Our Dermatol Online 4.2016

CONCLUSIONES

En los proximos afios, serd fundamental para
los investigadores orientados clinicamente a la
tricotilomania, satisfacer la creciente demanda de
informacién y formacién mediante el desarrollo de
modelos optimizados de terapéutica; estos esfuerzos
pueden ser la mejor manera de hacer frente a la gran
escasez de terapeutas expertos en tricotilomania, lo
que es lamentablemente evidente en muchos paises
de América Latina, Estados Unidos, y en nuestro caso,
Paraguay.

A modo de conclusiones, podemos afirmar que:

* Revisiones recientes han puesto de manifiesto la
eficacia de la terapia cognitivo-conductual para
la tricotilomania, pero también han senalado
problemas con la recaida; estas mismas revisiones
han mencionado la falta general de beneficio
asociado con el tratamiento solo con ISRS.

* La evolucion reciente de la farmacoterapia ha
sugerido que otros medicamentos (antipsicdticos
atipicos, bloqueadores opidceos y moduladores del
glutamato) son prometedores como tratamientos
para el tricotilomania.

* Se necesita mas investigacién para desarrollar
una mejor comprensién de la fenomenologia
tricotilomania en todo el espectro del desarrollo, los
mecanismos psicoldgicos y bioldgicos que subyacen
ala enfermedad, y la mejor manera de hacer uso de
los tratamientos ya desarrollados que han mostrado
eficacia para la tricotilomania.

*  Demostrar la eficacia del tratamiento ahora debe
ir seguida de la divulgacion de esta informacion a
los proveedores de salud mental con el fin de hacer
frente a la escasez de terapeutas disponibles para
proporcionar estos tratamientos para los nifos,
adolescentes y familias que los necesitan.
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An 80 year-old male patient is brought to the emergency
department due to his nephew noticing a putrid smell
coming from the patient “s leg ulcers. The patient s
family had abandoned him 9 months ago and thus lived
alone. Local debridement was performed on the ulcers
and a culture was taken. Due to poor health conditions,
he was transferred to the general medicine ward. There
he received treatment for his Type-1I Diabetes and
chronic kidney failure.

On physical examination, the patient was in poor
health conditions with dermatosis located in both
lower extremities but mainly on the right one. Both
legs presented numerous, well-circumscribed ulcers
with fibrinous tissue as well as a mobile whitish larvae
moving in one of the ulcers (Fig. 1) and multiple
whitish parasites (Fig. 2). Time since onset of the
current clinical presentation was unknown.

Relevant comorbidities included: Type-II Diabetes
with onset 15 years ago, as well as KDOQI V Chronic
Kidney Failure and obstructive pulmonary disease.
The following diagnoses were made: cutaneous myasis,
sepsis, Type-1I Diabetes and chronic renal failure.

On admission, laboratories and cultures were performed.
Relevant values are as follow: Hemoglobin —7.77 g/dL,
Hematocrit — 23.93%, BUN — 65 mg/dL, Creatinine
1.31 mg/dL. P aeruginosa was isolated in the culture.
On a microscopic analysis, a larva with two oral hooks
was seen (Fig. 3) and a histological analysiswas later
performed on it (Fig. 4).

The following diagnoses were now made: cutaneous
myasis, P aeruginosa-induced sepsis, Type-1I Diabetes
and uncontrolled chronic kidney failure. The following
medications are begun: Meropenem 500mg IV TID,
Amikacin 500mg IV BID, hemodyalisis thrice per

week and Erithropoietin 2000U SC thrice-in week.
Regrettably, the patient died 8§ days after admittance.

Myasis is described as an infestation of vertebrated
animals and humans by larvae coming from dipters
(flies) which feed on live and dead tissue cells of the
host.Depending on the cause of the myasis, the flies

Figure 2: Multiple larvae extracted from the ulcer.
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Figure 4: Histopathological aspect of the larva.

are categorized into three groups according to their
parasitic relationship with the host in: obligatory
parasites, facultative parasites and accidental parasites.
The main responsible for furunculous myasis in México,
Central America and South America is the Dermatobia
hominis fly. From the moment of infection onwards, the
larvae will remain in the hostfor 5-12 weeks; period in
which it reaches sufficient maturity to leave the host

during the night in order to become an adult fly after
amonth [1-3].

[t is more common to become infected during summer.
These infestations tend to occur in weakened people
or in those who do not heal their wounds. It occurs in
both sexes and in any age but it becomes more frequent
in people with low socioeconomic status [2,3].

Clinically, myases can be divided according to the
site in which they develop in: cavitary, cutancous
and intestinal myasis. Cutaneous myases can further
be divided into furunculous or wound-related sub-
types [2,3].The initial lesion is a small erythematous
papule, which grows until it becomes a node with a
diameter between 3-12 mm. These lesions are found
in exposed body parts. Normally only one lesion
is found, but in some cases there can be multiple
lesions and the skin between them will usually be
indurated by inflammatory tissue. These lesions may
be asymptomatic, but in most caseswill cause itchiness
followed by local pain and a sensation of “something

© Our Dermatol Online 4.2016

moving below the skin”. Serous exudate is frequent and
the patient may present enlarged lymph nodes, fever
and general malaise [3-5].

The diagnosis is clinical and based on the patient s
history, prior comorbidities, symptoms and injury
characteristics. An important sign is the discovery
of a lone furuncle with antibiotic resistance and
the presence of a small pore within it, with serous
exudate and sensation of a foreign body moving
below the skin. The definitive diagnosis is made
with direct visualization of the larvae via microscopy.
A patient usually harbors between 1-§ larvae.
Laboratory examination usually reveals leukocytosis
and cosinophilia [4].

The treatment consists in the extirpation of the larvae
via incision or direct pressure over the furuncle in
order to expel the parasite. Afterwards it is necessary
to close the respiration orifice of the larvae with
solid Vaseline, oil or liquid wax. Local application of
anisced essence makes the parasite evacuate due to it
being neurotoxic. 1%-Ivermectin in a propylene glycol
solution, 5%-chloroform in olive oil or ether has also
been used to paralyze the parasite. After the larva is
removed, the node spontancously resolves without
leaving a scar [6].

Mortality for this disease is around 10% and often
associated with CNS injuries. The use of screens and
flytraps is recommended and care must be taken to
cover any wound to prevent it from becoming an
entry-point for the infection. The most important
complications are overlying bacterial infection or
tetanus [7,8].
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A 42 year old male presented with swelling in the right
posterior cervical region for a period of 2 months.
Palpation revealed a soft, non tender, mobile swelling
measuring 2 x 1 cms. An clective excision biopsy
was performed. Gross examination showed a yellow
to pale brown soft mass. On microscopy, a well
circumscribed tumour composed of two populations
of cells(uni-vacuolated white adipocytes and multi-
vacuolated brown adipocytes) was seen (Fig. 1).
Gradual transition between the two populations was
seen (Fig. 2). The white adipocyte cells with clear
cytoplasm and peripheral nucleus were seen in the
periphery of tumour. The brown adipocyte cells with
granular eosinophilic multi-vacuolated cytoplasm
and central round vesicular nucleus were seen in the
central areas of tumour (Fig. 3). No atypia or necrosis
or mitosis was seen. With the morphological features
a diagnosis of hibernoma- benign tumour of brown
fat was made.

Hibernoma is a benign tumour of brown fat that
is also known as fetal lipoma, lipoma of embryonic

Figure 1: Lobulated tumour with two population of uni-vacuolated and
multi-vacuolated adipocytes seen (H&E x 4).

Figure 2: Smooth transition between uni-vacuolated and multi-
vacuolated adipocytes seen (H&E x 10).

Figure 3: Brown adipocyte cells with granular eosinophilic
multi-vacuolated cytoplasm and central round vesicular nucleus
(H&E x 40).

fat and usually is seen in interscapular, neck, axilla,
mediastinal and retro-peritoneal regions of adults
where vestiges of brown foetal fat persists beyond
foetal life [1,2]. Brown adipocyte characterized by
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small lipid droplets, high mitochondrial content is
seen mostly in newborns and in hibernating mammals
and 1s postulated to play a role in thermoregulation [3].
The high iron content within the mitochondria and
the rich blood supply imparts the brown colour to the
hibernoma [1,3]. Microscopically, presence of brown
adipocyte cells is common to all the four variants
namely typical(lobular pattern with uni-vacuolar
and multi-vacuolar adipocytes), myxoid (prominent
myxoid change), lipoma like (predominantly and
spindle cell type. Surgical resection of tumour
is curative with no recurrence or transition to
malignancy [1].

© Our Dermatol Online 4.2016
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Sir,
We report a 34 year-old man, with no past medical
history, who presented with a 2-year history of a
nodule on the nose. At physical examination the
lesion was firm, pedunculated, and flesh-colored with
a smooth surface. Clinically, the diagnosis of adnexal
tumor was suggested and a surgical resection of the
lesion was performed. Grossly, the tumor was firm
pedunculated measuring 6 mm in size, raising the
epidermis (Fig. 1). Histological examination showed
a well-circumscribed lesion of the dermis composed
of numerous sebaceous follicles structures. Some were
dilated forming cysts and connected directly to the
epidermis (Fig. 2). These epithelial structures were
surrounded by a fibrohyalin stroma combined with
a fibrous component containing adipocytes (Fig. 3).
These features were reminiscent with the diagnosis of
folliculosebaceous cystic hamartoma. At 10 months
of follow-up, the patient was asymptomatic and had
no recurrence.

The patient’s informed consent was obtained.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

Folliculosebaceous cystic hamartoma (FSCH) is
a rare cutaneous hamartoma composed of dilated
folliculosebaceous units associated with mesenchymal
elements [1]. This tumor may occur in all age groups,
and females are affected more often than males [2].
Clinically, it manifests as a solitary skin-colored sessile
or pedunculated nodule that is most commonly
located on the face and scalp, with approximately
30% occurring in the nasal or paranasal regions. The
lesion is usually less than 3 cm in size [3,4]. The

Figure 1: A slide-mounted pedunculated tumor raising the epidermis.

surrounded by numerous sebaceous lobules in the dermis (HEx100).

main differential diagnoses are nevus lipomatosus
superficialis or “sebaceous” trichofolliculoma which
may include sebaceous glands but no central cyst [5].
FSCH can be readily identified by the presence of
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Figure 3: Stroma surrounding the folliculosebaceous structures
consisting of collagen bundles interspersed with adipocytes (HEx40).

adipocytes and a fibrous stroma. The treatment consists
of total excision of the tumor.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.

© Our Dermatol Online 4.2016

Written informed consent was obtained from the

patient for publication of this article.
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Sir,

Neurofibromatosis or Von Recklinghausens disease is
rare and found only in 1-4000 births.It is Autosomal
Dominant, Involving chromosome 17. It is associated
with pigmented spots (cotfee coloured) in the skin,
commonly seen on the back, abdomen and limbs (caté
au lait spots) [1].

A 45 years old female, presented with complains of
Painless large swelling over right side of nose and upper
lip (Fig. 1) since childhood. The swelling was present
since childhood, was iitially the size of a peanutand
gradually progressed to the present size of a lemon.
There was a gradual increase in size of the swelling.
There was no pain associated with the swelling. She
also complained of similar swellings all over the body
(Fig. 2) and right nasal obstruction. patients father and
brother have similar swellings all over the body. On
examination a Single, large diffuse irregular swelling
measuring 6 X 5 cms over the right alae of the nose
extending to the upper lip and nasolabial fold, soft in
consistency, non tender.

Multiple, nodular swellings seen all over the body

(Fig. 3).

On ophthalmic examination, Lisch nodules were
present over iris. No evidence of optic glioma on
fundoscopy.

ENT Examination- Normal. A provisional diagnosis
of Neurofibromatosis Type 1/Von Recklinghausens
disease was made systemic examination was normal
and all routine investigations were normal. Debulking
was planned Incision was made along the edge
of the swelling along the alae of the nose and the
lip.Incision was deepened till Orbicularis Oris.
Then entire swelling was elevated off the muscle.

Figure 2: Multiple macules and lesions over back typical of
neurofibromatosis.

Another plane was created at sub-dermal level and
skin was separated. The swelling was de-bulked and
extra skin excised. Skin was re-draped, adjusted
and sutured with ethilon 6-0 swelling was sent for
histopathology (Fig 4). According to the report,
Multiple sections studied show epidermis, dermis and
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Figure 4: Post operation pic after excision and plastic
reconstruction.

an ill circumscribed tumour. Epidermis shows mild
hyperkeratosis, acanthosis and pigment incontinence
in the upper dermis. Lower dermis shows an ill
circumscribed tumour composed of bundles and
nodules of spindle cells having spindle shaped to wavy
nucleus amidst which are seen one prominent blood
vessels with inflammatory cell infiltrate. Borders show
infiltration into the adjacent fibro adipose tissue and

muscle bundles (Fig 5).

Impression-Excised swelling shows diffuse
neurofibroma.

Neurofibromatosis or von Recklinghausens discase
is rare and found in1-4000 births. It is autosomal
dominant, involving chromosome 17. It is associated
with pigmented spots (cotfee coloured) in the skin,
commonly seen on the back, abdomen and limbs (café
au lait spots). Axillary freckling and lisch nodules may
be present [1,2].

Diagnostic criteria include two or more of the
following [2,3]:

© Our Dermatol Online 4.2016

R Z

Figure 5: Microscopic appearance of excised specimen.
Six or more café-au-lait spots 1.5 cm or larger in post-
pubertal individuals, 0.5 cm or larger in pre-pubertal
individuals.

"Two or more neurofibromas of any type or one or more
plexiform neurofibroma.

Freckling in the axilla or groin.
Optic glioma (tumor of the optic pathway).
Two or more Lisch nodules (benign iris hamartomas).

A distinctive bony lesion: Dysplasia of the sphenoid
bone or dysplasia or thinning of long bone cortex.

A first-degree relative with NF1.

It may be associated with MEN type 2 (multiple
neurofibromatosis of eyelid, lips and face, medullary
carcinoma of thyroid, pheochromocytoma and
hyperparathyroidism.

Complications include -sarcomatous changes (5%),
cystic degeneration, haemorrhage into the tissues,
muscle atrophy [4,5].

Treatment — Excision/Debulking.

The patient described here is a very typical case
of NF-1 which presents a considerable interest
because of the high generalization of the skin lesion.
In such cases, a detailed patient investigation is
required,because of the possibility for generalized
involvement of other organs. The proper clinical and
genealogic analysis 1s important for the determination
of genetic risk and prognosis for relatives of proband.
The treatment of such kind of patient 1s surgical,
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Sir,

Paciente masculino 57 anos de edad hospitalizado por
un cuadro diarreico sin ningtin antecedente familiar
de importancia de reciente diagnéstico de infeccion
VIH que es enviado en interconsulta al Servicio de
Dermatologia por presentar una dermatosis localizada
a la cara con predominio en la frente constituida por
numerosas neoformaciones blanquecinas de diferentes
tamano algunas umbilicadas (Fig. 1) ala dermatoscopia
se observa una lesion blanquecina polilobullida (Fig. 2).
Resto del examen dentro de limites normales. Al
momento de su diagnéstico el conteo de CD4 fue de
99, carga viral.

Se hace el diagnéstico clinico de moluscos contagiosos
se le realiza biopsia de una de las lesiones, la cual mostro
los caracteristicos cuerpos del molusco llamados de

(Fig. 3).

Se inicio tratamiento con efavirenz 600 mg/dia,
trimetropin/sulfa 960 mg/d, fluconazol 150 mg/dia,
tenofovir 300 mg + emtricitabina 200 mg/d cada
24 horas,

El molusco contagioso o molusco sebiceo de Hebra,
enfermedad benigna de la piel ocasionada por el virus del
molusco contagioso (VMC) perteneciente a la familia
de los poxviridae, virus DNA de doble cadena realiza su
replicacion en el citoplasma de los queratinocitos. En
1817 Bateman fue el pionero en describir la enfermedad,
y en el afo de 1841 Henderson y Paterson describieron
por primera vez las inclusiones intracitoplasmaticas, las
cudles son llamadas por su nombre.

Es de distribucién mundial, con una incidencia del
2-8% [1] afecta con mayor frecuencia a tres grupos

Figure 1: Mdultiples moluscos contagiosos en region frontal.

Figure 2: Aspecto dermatoscdpico de la lesion.

principales: 1-la infancia con un pico de incidencia de
10-12 anos de edad. 2- personas con actividad sexual,
posicionandose como una enfermedad de transmision
sexual y 3- pacientes con alteraciones inmunitarias
especialmente pacientes con VIH-SIDA donde se
reporta una incidencia del 5 al 187% [2], se puede asociar
con linfocitos TCD4 menor de 200 u/mL [3].

Hay 4 subtipos principales siendo: VMCI, VMCII,
VMCII y VMCIV. Entre estos subtipos destacan el
VMCI, con mayor prevalencia mundial (75-90%)
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principalmente en ninos; y el VMCII que predomina
en pacientes VIH positivos.

En pacientes VIH-SIDA, esta virosis puede aparecer y
exacerbarse luego de empezar la terapia antirretroviral,
formando parte del sindrome de reconstitucién
inmunitaria y cuando el recuento de linfocitos TCD4
se encuentre en un rango menor de 100 u/mL [4]. En
adultos la aparicion del VMC requiere la evaluacion del
estado de inmunosupresion, ya que se manifiesta en fases
avanzadas de la enfermedad, pero en nifos rara vez se
asocia con él. Se reporta un caso interesante de un nifo de
2 afos de edad con lesiones de VMC en nalgas. Se revela
por prueba de ELISA estado de inmunosupresion intensa

confirmando diagnéstico de VIH-SIDA con linfocitos
TCD4 120 u/mL y carga viral 200.000 copias/mL [5].

Clinicamente las lesiones son papulas o lesiones de
aspecto nodular, estéricas, brillantes, firmes, elevadas e
indoloras y su principal caracteristica es ser umbilicadas
en el centro; el color de las lesiones varia, y puede ser
de color de la piel, blanca perlada, rosada, o amarilla,
de 2 a 5Smm de didmetro, y cominmente los pacientes
tienen 1 a 30 lesiones al mismo tiempo [6], se puede
localizar en tronco, axilas y extremidades en ninos,
cara interna de muslos, piernas, abdomen, genitales y
gliteos en pacientes infectados por via sexual

En pacientes con VIH-SIDA la morfologia de las lesiones
es distinta, pueden ser numerosas (Figs. 4a-4c), grandes
(Fig. 5) y st miden mds de un centimetro se clasifican
como molusco contagioso gigante [7]. Las lesiones
suelen ser predominantemente en cara y cuello pero
puede verse en cualquier otro sitio del cuerpo (Fig.6)

El diagnéstico es clinico la histopatologia
muestra la presencia los cuerpos de inclusion
Henderson- Paterson [2].

Figure 3: Cuerpos del molusco en biopsia de piel.
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El diagnéstico diferencial debe hacerse con criptococosts,
peniciliosis, histoplasmosis, granuloma pidgeno,
carcinoma basocelular nédulo quistico, carcinoma
basocelular superficial, queratoacantoma, verrugas
vulgares, hidrocistomas, siringomas, tricoepiteliomas,
gldndulas sebdceas ectépicas, xantoma eruptivo,

Figure 5: Molusco contagioso grande.

Figure 6: Diferentes areas de localizacién del molusco.
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xantoma diseminado, foliculitis, hiperqueratosis
folicular y quistes de millium [8]. Todos estos
diferenciales han sido agrupados bajo el término de
“sindrome moluscoide” [9].

Para el tratamiento se puede usar extraccion, curetaje,
crioterapia, podofilina, podofilotoxina, laser, hidroxido
de potasio al 15%, cantaridina, electrodesecacion e
inmunomoduladores como: el imiquimod tépico al
5% el cual ha demostrado ser mds eficaz que el dcido
salicilico petrolato al 5% [10].

Ciertos antivirales como el ritonavir y especialmente
el cidofovir, el cial ha demostrado buenos resultados
en pacientes con VIH-SIDA [9].
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Sir,

We report a 30 year-old woman with a history of
lumpectomy for a benign breast tumor, presented
with a 10-year history of an exophytic lesion of the
scalp. The physical examination revealed a giant
mass on the scalp, which was immobile, tender
and exhibited distinct borders. A total excision of
the lesion was performed. Grossly, the tumor was
nodular, exophytic, and measured 19 cm of diameter.
Histological examination showed a tumor consisting
of spindle to epitheloid cells forming micro nodules in
a concentric whorled shape pattern (Fig 1) embedded
in abundant myxoid stroma (Fig. 2). These features
confirmed the diagnosis of a neurothekoma. At 3 years
of follow-up, the patient was asymptomatic and there
was no recurrence.

The patient’s informed consent was obtained.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

Neurothekoma (NT) is an uncommon and benign
dermal tumor, originating from the sheath of peripheral
nerves. It is mainly located on the face, neck, arms
and shoulders of young adults, and is more frequent
in females [1,2].

Clinically, it manifests as an asymptomatic, pink-
erythematous, dome-shaped, solitary papule or nodule,
with a slow growth rate [2]. The clinical differential
diagnosis of NT includes epidermal cyst, dermatofibroma,
adnexal tumor (e.g. pilomatricoma), Fibrohistiocytic
tumor, Basal cell carcinoma, hemangioma, amelanotic
melanoma and cutaneous metastasis [2].

Figure 1: Subcutaneous layer containing whorls of regular fusiform cells.

Figure 2: Epitheloid and fusiform cells embedded into a myoid stroma.

Histological examination shows the presence of
spindle and epithelioid cells with abundant granular-
cosinophilic cytoplasm and a tendency to be grouped
in whorled nodules spared by collagen bundles in the
dermis and subcutancous area. There may be sclerotic
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collagen and osteoclast-like cells [3]. Furthermore, this
tumor is subclassified histopathologically into 3 groups:
myxoid, mixed, and cellular type depending on the
amount of myxoid matrix [4]. Immunohistochemically,
the S100 protein is useful to differenciate the myxoid
type from the cellular type. The tumor cells of the
cellular variant are not generally stained with markers

for nerve-origin cells, but are positively stained with
NKI/C3, Ki-M1p, and CD68 [4].

The histological differencial diagnosis includes
melanocytic tumor variants (e.g. Spitz Nevus),
neurofibroma, schwannoma or neuroma variants [2].
An atypical variant of N'T has recently been described.
It is described like a larger tumor (up to 6cm) of deep
penetration (skeletal muscle and subcutaneous fat
involvement), diffuse infiltrative borders, vascular
invasion, a high mitotic index (>3 mitosis per 10 high
power fields) and pleomorphism [5].

The real recurrence of NT is around 3%. Risk factors
for recurrence are: myxoid type, being female, facial
location, younger age at diagnosis, positive margins,
and absence of fat-tissue in the sample [3].

CONCLUSION

Neurothekoma is a rare tumor. The diagnosis
is based on histopathological and eventually

© Our Dermatol Online 4.2016

immunohistichemical exam. The evolution is marked
by the risk of recidive.

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
Written informed consent was obtained from the
patient for publication of this article

REFERENCES

1. Ding YI, Zou F, Peng W, Dai M, Gu H, Zhang B, et al. A giant
neurothekeoma of the left shoulder blade: A case report Oncol
Lett. 2016;11:1130-34.

2. Navarrete-Dechent C, Curi-Tuma M, Marin C, Gonzalez S, Sandoval-
Osses M. Cellular neurothekeoma: case report and its relation with
nerve sheath myxoma An Bras Dermatol. 2015;90:156-59.

3. Fetsch JF, Laskin WB, Hallman JR, Lupton GP, Miettinen M.
Neurothekeoma: an analysis of 178 tumors with detailed
immunohistochemical data and long-term patient follow-up
information. Am J Surg Pathol. 2007;31:1103-14.

4. Yun §J, Park HS, Lee JB, Kim §J, Lee SC, Won YH. Myxoid Cellular
Neurothekeoma: A New Entity of S100-Negative, CD68-Positive
Myxoid Neurothekeoma. Ann Dermatol. 2014;26:510-13.

5. Campanati A, Brandozzi G, Sisti S, Bernardini ML, Offidani AM.
Atypical neurothekeoma: a new case and review of the literature.
J Cutan Pathol. 2007;34:435-37.

Copyright by Olfa El Amine El Hadj, et al. This is an open access article
distributed under the terms of the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any
medium, provided the original author and source are credited.

Source of Support: Nil, Conflict of Interest: None declared.

486



Our Dermatology Online

[=1i:1dto the Editor

Calcifying fibrous tumor of axillary region

Olfa El Amine El Hadj', Leila Bouhajja', Aida Goucha', Jameleddine Ben Hassouna?,

Ahmed EI May', Amor Gamoudi'

'Department of Pathology, Carcinological Institute Salah Azaiez, Tunis, Tunisia, *Department of Carcinological Surgery,

Carcinological Institute Salah Azaiez, Tunis, Tunisia

Corresponding author: Dr. Olfa El Amine El Hadj, E-mail: olfaeclamine@yahoo.fr

Sir,

We report a 17 year-old woman who presented with
a l-year history of left axillary palpable mass. At
physical examination the lesion was firm, lipomatous.
The breast ultrasonography showed a left voluminous
axillary mass, measuring 5>4mm, hyperechoic and ill
limited. A surgical resection of the mass was performed.
Grossly, it was a white firm well-circumscribed and
lobed mass measuring 15x10x6 cm. Histological
examination showed a benign mesenchymal tumor.
[t consisted of abundant fibrosis with hyalinised
vessels, containing mononuclear infiltrate and foci
of psammomatous calcifications (Fig. 1). Lymphoid
follicles were noted around vessels and psammomas
(Fig. 2). The tumor did not show any features of
malignancy. Immunohistochemically, the spindle
cells were vimentin positive (Fig. 3) and vessels
showed CD34 positivity. These features confirmed
the diagnosis of Calcifying fibrous tumors. At 4 years
of follow-up, the patient was asymptomatic and there
was no recurrence.

The patient’s informed consent was obtained.

Prior to the study, patient gave written consent to the
examination and biopsy after having been informed
about the procedure.

Calcitying fibrous tumor (CFT) is a rare, usually
solitary, benign tumor of uncertain ctiology. The most
common sites are the soft tissues of the extremities,
pleura, or peritoneum [1]. It usually affects children
and young adults, and it is composed of hyalinized
fibrous tissue with dispersed bland fibroblastic spindled
cells, scattered psammomatous, and/or dystrophic

Figure 1: Tumor composed of abundant fibrosis with hyalinised
vessels, containing mononuclear infiltrate and foci of psammomatous
calcifications.

Figure 2: Lymphoid follicles were noted around vessels and
psammomas.

calcifications, and variably prominent mononuclear
inflammatory infiltrate [2]. Macroscopically, CFT is
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Figure 3: Spindle cells showing strong expression of vimentin.

well circumscribed and unencapsulated. Its diameter
ranges from 1 to 15 cm. Their etiopathogenesis has not
been fully clarified yet. However, in the literature, there
are cases that may be related to trauma and Castleman’s
disease [3]. Resection of CFT is usually curative. Local
recurrence rate is approximately 10% [1].

© Our Dermatol Online 4.2016

Consent

The examination of the patient was conducted
according to the Declaration of Helsinki principles.
Written informed consent was obtained from the
patient for publication of this article.
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Str, The patient did not accept further investigation and

therapy.
Angiokeratomas are verrucous, hyperkeratotic, red-black,

well-demarcated papules and plaques consisting of
vascular enlargement and hyperkeratosis [1]. Five
different clinical variants of angiokeratoma have been
identifined including angiokeratoma corporis diffusum
(Fabry’s disease), angiokeratoma Mibelli, angiokeratoma
Fordyce, angiokeratoma circumscriptum, solitary
and multiple angiokeratomas [2]. Angiokeratoma
circumscriptum naeviforme, is a rare clinic type
of angiokeratomas [1]. We report here a case of
angiokeratoma circumscriptum naeviforme, on the
lower extremity of a male patient.

A 43-year-old man presented with a red-black lineer
eruption on his left leg which had been present since
infancy. He gave a history of several episodes of mild Figure 1: Hyperkeratotic papules over dark red-black plaques on the
. . . left gluteal region.

bleeding from the lesions after minor trauma. There

were no other local or systemic symptoms. There was no
history of similar disease in his family. Dermatological
examination revealed hyperkeratotic papules over dark
red-black plaques on his gluteus, thigh and calf extending
to the dorsum of the foot following the lines of Blaschko
(Fig. 1). On the lateral part of the thigh, there were
purpuric, red-black patches and on the medial part of the
pretibial region there were verrucous, well-circumscribed
nodules and linear plaques (Figs. 2 and 3). Both lower
extremities were equal in length and diameter. No
pulsation was detected by palpation of the lesions. Skin
biopsy revealed hyperkeratosis and acanthosis of the
stratified squamous epithelium, congestion and dilated
vascular structures in papillary dermis (Fig. 4). Based on
clinical and histopathological features, the diagnosis of

X | > ) Figure 2: The verrucous nodule and hyperkeratotic patches on the
angiokeratoma circumscriptum naeviforme was made.  pretibial region.
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Figure 3: The lesions extending from left glutea to dorsum of the foot
following the lines of Blaschko.

Figure 4: Hyperkeratosis and acanthosis of the stratified squamous
epithelium, congestion in the papillary dermis and dilated vascular
structures (HE x 100).

Angiokeratoma sircumscriptum naeviforme is the
rarest reported type of angiokeratomas. The lesions
of angiokeratoma sircumscriptum neviforme are
typically present since birth or infancy. Women are
atfected more commenly than men [1]. The lesions
are located unilaterally on the lower site of legs or feet,
but may occur on the thighs, buttocks or sometimes
clsewhere. They can be varying in color from dark-red
to blue-black [2]. The lesions are macular and in
time can turn into warty keratotic well-circumscribed
papules or nodules [3]. They tend to take a zosteriform
configuration or segmental layout pattern [4]. Our
patient had extensive lesions extending from left glutea
to dorsum of the foot following the lines of Blaschko.

Although different in terms of appearance and
layout, morphological variants of angiokeratoma are
histologically similar [5,6]. Histologically, the overlying

© Our Dermatol Online .2016

epidermis shows compact hyperkeratosis, acanthosis
and papillamatosis and dilated capillaries are found in
the papillary dermis. There is no involvement of the
deep dermis and subcutaneus tissue [2,5].

Although the exact reason of the formation of
angiokeratomas are unknown, several causal factors,
such as congenital development, pregnancy, trauma,
subcutaneous hematomas, and tissue asphyxia, have all
been proposed [7]. The main pathogenetic mechanism
is, ectatic dilatation of capillaries in the papillary
dermis with resultant secondary epidermal changes of
hyperkeratosis, acanthosis [5]. Nevoid malformation
of the underlying vascular network is thought to be
the main cause of angiokeratoma circumscriptum
neviforme [1]. The lesions may be associated
with underlying vascular malformation,atrophy or
hypertrophy of soft tissue and bone [6]. In our patient
we could not perform imaging studies as the patient
didn’t accept further examination.

Our main differential diagnosis of the case was
verrucous hemangioma. Verrucous hemangioma
is a congenital, localized vascular malformation.
Histopathologically, it is characterized by dilated
capillaries and red blood cell-filled spaces extending
well into the reticular dermis and subcutaneous tissue
with an overlying hyperkeratotic epidermis [8].

There is no tendency of spontancous regression in
angiokeratoma sircumscriptum naeviforme. Patients
may require the removal of the lesions for cosmetics
reasons. Smaller lesions may be managed by diathermy,
clectrocautery, cryosurgery, currettage and surgery.
Laser ablation [carbon dioxide or argon laser| may
be used for larger lesions which are not suitable for
surgery [3].

We reported here a case with congenital, linear,
unilateral, verrucous plaques on the lower extremity,
diagnosed as angiokeratoma circumscriptum neviforme.
We report this case due to its rarity and want to
emphasize that, in spite of its rarity, anigokeratoma
circumscriptum should be considered in the differential
diagnosis of linear verrucous lesions.
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Dear Editor,

A 61-year-old Caucasian male presented with a breast
lump for futher clinical evaluation. The patient
admitted that the slowly growing mass had been
present for a year. The lesion was asymptomatic,
however the patient was concerned about the risk
of malignancy. The past medical history and family
history were both unremarkable. The physical
examination of the patient revealed a skin coloured,
well-defined, firm, subcutaneous nodule with a
punctum and telangiectasias on the surface (Fig. 1).
The lesion was located on the trunk, laterally to
the right areola measuring 3x2.5 cm. There was no
axillary lymphadenopathy. The lesion was surgically
removed without any complications (Fig. 2). The
histopathological examination of the specimen revealed
an epidermal cyst.

An epidermal cyst is a benign lesion which consists of
lamellated keratin. The ctiology of an epidermal cyst
remains unknown. However, it can be congenital or
it can occur due to obstruction of hair follicles and
trauma as a result of implantation of epidermis into
the dermis. An epidermal cyst usually presents as a
small, subcutaneous papule or nodule on the head,
neck, trunk and extremities [1]. An epidermal cyst is
rare in the breast, however it should be considered in
differential diagnosis of benign and malignant breast
tumors. A few cases of epidermal cyst in the breast
have been reported previously. Taira et al. reported a
85-year-old woman with an epidermal cyst measuring
3x2 cm 1n the right breast and a 45-year-old woman
with an epidermal cyst measuring 9x8 cm in the left
breast [2]. Lee et al. reported a 47-year-old female with

Figure 1: A skin coloured, well-defined, firm, subcutaneous nodule
with a punctum and telangiectasias on the surface.

Figure 2: Intraoperative view of the cyst, keratin content is draining
through the elliptical incision.

an epidermal cyst measuring 7x6 cm which mimicked
a large fibroadenoma or phyllodes tumor [1]. Martin
et al. reported a 42-year-old female with an epidermal
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cyst of 3.8 cm in size in the subareolar area of the right
breast mimicking malignancy [3]. Gupta et al. reported
a 32-year-old male with an epidermal cyst of 10x10 cm
in size which slowly grew in 5 years [4].

Presentation of an epidermal cyst as a breast lump
in a male patient is an unusual condition [4]. To
the best of our knowledge, only § male patients with
epidermal cysts of the breast have been reported
in the English literature [5]. Epidermal cyst of the
breast in a male patient should be differentiated from
benign and malignant lesions such as gynecomastia,
lipoma, intraductal papilloma, subareolar abscess,
hematoma, fibroadenoma, invasive ductal carcinoma,
papillary carcinoma and primary lymphoma of the
breast. Furthermore, an epidermal cyst can undergo
malignant transformation in the form of squamous cell
carcinoma, basal cell carcinoma, mycosis fungoides,
and melanoma [4]. Moreover, Paliotta et al. suggested
that malignant transformation might occur more
frequently in epidermal cysts of the breast compared
to epidermal cysts occuring in the other parts of the
body [5]. Hence, histopathological examination is

© Our Dermatol Online 4.2016

mandatory to reach a definitive diagnosis and to
exclude malignancy. Therefore, surgical removal of an
epidermal cyst is highly recommended [4].
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Sir,
The onset of cutaneous herpes zoster (HZ) is due
to a reactivation of the varicella zoster virus and it is
characterized by a painful vesicular eruption following
one or more dermatomes. Post herpetic neuralgia, the
most common complication could develop persisting
during months or even years. The HZ it is considered
the most frequent viral etiology affecting patients with
systemic lupus erythematosus (SLE).

Recently, Borda et al. describe the epidemiological
characteristics of HZ in a Brazilian population affected
with SLE. Fifty five episodes of HZ were reported in
51 patients. The onset of most of them was 5 years
after the SLE diagnosis and frequently during inactive
or mild activity. The majority of patients show a
typical distribution and a good response to treatment.
Nevertheless, complications such as secondary
bacterial infection and post herpetic neuralgia could
be present [1-3].

INCIDENCE

The HZ incidence is 1.2 - 4.9/1000 affected individuals
annually. In SLE patients is significantly higher
reaching 16-22/1000 annually. It is to be noticed that
1s associated with abnormal cytotoxicity mediated by T
cells and aggravated by treatment with corticoids and
immunosuppressant [1,2,4,5]. Infection risk factors in
patients with SLE in Table I. .

CLINICS

The classic HZ topography is in general unilateral
affecting one dermatome, although 20% of patients

could be extended to 3 contiguous dermatomes.
Some authors classify this pattern as a disseminated
HZ (Figs. 1a and b). A varicelliform eruption
could be present in non selected patients and most
frequently in immunocompromised ones. In cutaneous
disseminated high risk patients visceral compromise
i.e. disseminated intravascular clotting, encephalitis,

Figure 1a and b: Patient with systemic lupus erythematosus and
severe disseminated herpes zoster in the body affecting three
dermatomes. (T 7-8-9). a- Back. b- Trunk forehead.
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hepatitis, neumonitis and pancreatitis among others
could complicate [4,5].

Diagnostic methodology shown in Table 2 [1-6].

TREATMENT

[t is strongly recommended to initiate antiviral
treatment within 72 hours of rash onset. The drugs
above mentioned shall be maintained for 7-10 days
and for 2 days after all the lesions are covered by a crust

(Tabl. 3) [1-4].

Primary medications for acute zoster—associated
pain include: analgesics, neuro active and
anticonvulsant agents. Prompt treatment of acute
zoster and its associated pain can prevent the
development of post herpetic neuralgia. Hospital
admission should be considered in these cases:

Table 1: Infection risk factors in patients with systemic lupus
erythematosus

Disease activity Anti Sm DNA high titers

LES Nephritis Low Complement levels
Hemolytic Anemia Thrombocytopenia
Leucopenia Antiphospholipid antibodies

Prednisone doses higher than 10 mg/d
Corticoids high pulse doses
Micophenolate mofetil

Cyclophosphamid
Azathioprine
Neoplasia history or present one actual

Table 2: Diagnostic methodology in herpes zoster

® Tzanck test
* Serology
o IgM antibodies by Elisa Kit/recent infection
o IgG antibodies /previous contact
High antibodiestiters could be detected HZ in its early onset
o Viral antigens by immunofluorescence
* PCR detection of viral DNA in vesicles aqueous solutions or in
cerebrospinal fluid.

It is to take into account that the serological response could be altered in
immunodeprived patients.
Viral cultures are not a common daily practice.

Table 3: Treatment with antiviral drugs

1. Aciclovir 800 mg 5 times orally
10mg/kg IV / every 8 hours
2. Famciclovir 500 mg every 8 hours orally during 10 days

3. Valaciclovir 1000 mg/8 hours orally

4. Brivudina 125 mg/6 hours orally

In case of patients with renal insufficiency drugs 1-2-3 doses must be adjusted.
Drugs 2 and 3 have an easier dosing.
In case of resistance foscarnet 60 mg/kg/12 hours IV is recommended.

© Our Dermatol Online 4.2016

severe symptoms, immunosuppression, significant
bacterial super infection, disseminated herpes zoster,
ophthalmic involvement or meningoencephalopathy
involvement [1-4,6,7].

VACCINATION

[t was introduced in 2000. It is a live attenuated vaccine
recommended for 60 years old patients comporting
a reactivation risk. In these individuals a diminished
HZ incidence (50%) as well as post herpetic neuralgia
has been observed (60%).There is no clear evidence to
recommend HZ vaccine in patients with SLE. There
are researchers that propose that the same rule could
be applied to the general population but only in those
that are not medicated with immunosupressors before
of after vaccination [6-7].

CONCLUSION

Herpes zoster can be a serious problem in systemic
lupus erythematosus. Its complications and its antiviral
treatment are known, however, the indication of the
vaccine to prevent it is not recommended in all patients.
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