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Figure 3. Histopathological findings. A and B: histological sections, horn cysts, embedded in desmoplastic and

myxoid stroma (H&E, x40).

Table 1. Results of the immunohistochemical panel

Antibody Clone Result Observation
Ki-67 (cell proliferation MIB1 Positive 5%
antigen)

p63 protein (squamous/  DAK-p63 Positive
transitional epithelia;

myoepithelial cells)

Epithelial tumor BerEp4 Positive
glycoprotein

Epithelial membrane E29 Negative

antigen

Anti-apoptotic protein 124 Negative

BCL-2

benign cutaneous tumor that differentiates into germi-
native hair follicle cells'. Representing < 1% of all skin
tumors, its clinical and histopathological similarities with
BCC components pose a controversy in both dermato-
logic surgery and clinical settings, as this neoplasm has
a rare chance of malignant transformation3~.
According to Rezze et al. dermoscopy is an essential
technique in the clinical approach to skin lesions, play-
ing a key role in identifying malignant lesions such as
BCC8. However, dermoscopic findings in DT can mimic
BCC structures, such as pearly shine and branching

telangiectasias®. While arborizing telangiectasias are
common in many cutaneous neoplasms, these vessels
are thicker and more branched in nodular BCC, unlike
the finer, less branched vessels in DT, which aligns with
this patient’s dermoscopic findings®.

Histopathological findings in trichoepithelioma are
characterized by basaloid cell proliferation, compact des-
moplastic stroma, small cysts lined with keratinized epi-
thelium, and sometimes calcifications. These features
overlap with BCC, necessitating immunohistochemical
studies for definitive diagnosis, as trichoepithelioma does
not express carcinoembryonic antigen'®-,

Studies like Bains et al. used markers CK20, Ki-67,
Bcl-2, CD10, and CD34 in immunohistochemistry to
evaluate reactivity between the two neoplasms dis-
cussed. However, CD34, CD10, and CK20 markers
were not used in this case; only Bcl-2 and Ki-67 were
applied'®. The Ki-67 marker showed 5-10% tumor cell
proliferation, consistent with Bains et al.’s findings, while
Bcl-2 did not show reactivity, highlighting the need to
define an immunohistochemical panel to differentiate
this benign tumor from other malignant neoplasms'®.

Given this, there is limited scientific evidence on tricho-
epithelioma and its variants, especially the desmoplastic
form, as it is a rare neoplasm with low population inci-
dence. Only one publication exists in Brazilian literature.



Furthermore, few studies address specific markers for
identifying and differentiating this disease. Thus, contin-
uous monitoring of suspected DT lesions is crucial to
correctly rule out malignant cutaneous diagnoses and
implement appropriate therapeutic management.

Conclusion

The patient in this case report presents with DT, a
rare but benign tumor that clinically and histopatholog-
ically resembles BCC. Immunohistochemistry is an
essential and necessary test for diagnostic confirma-
tion and for defining the appropriate therapeutic man-
agement. In addition, there is limited literature evaluating
the desmoplastic form of trichoepithelioma and its his-
tological or immunohistochemical diagnosis. Therefore,
careful attention is needed to avoid diagnostic errors
and unnecessary treatments for patients diagnosed
with this condition.
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Angiosarcoma: clinical and histopathological characterization
of five cases and literature review

Angiossarcomas: caracterizacao clinica e histopatoldégica de cinco casos e revisao
da literatura

Mélissa Mendes-de Carvalho*®, Margarida Valejo Coelho®, Ana Gusmé&o Palmeiro®, Isabel Viana®,
and Rui Bajanca
Department of Dermatology and Venereology, Unidade Local de Saude de Lisboa Ocidental, Lisbon, Portugal

Abstract

Angiosarcomas are rare, aggressive endothelial tumors, accounting for < 1% of all sarcomas. These tumors predominantly affect
elderly Caucasian men and often occur on the face, scalp, or in areas of chronic lymphedema or previous radiotherapy exposure.
Early diagnosis is essential due to their high recurrence and metastasis rates. This study aims to describe and analyze five
cases of cutaneous angiosarcoma diagnosed at a tertiary hospital in Lisbon, highlighting clinical presentations and the impor-
tance of timely diagnosis. We reviewed five cases of cutaneous angiosarcoma diagnosed between 2014 and 2023 at a tertiary
hospital. Data on demographics, clinical presentation, and tumor location were retrospectively collected and analyzed. The
sample included five patients: three females and two males, with a mean age of 75.8 years. Lesions presented as erythematous
and violaceous patches, plaques, and nodules across various anatomical sites. The findings emphasize the diversity of clinical
presentations and underscore the need for a high index of suspicion among dermatologists. Due to the aggressive nature of
angiosarcomas, dermatologists must maintain a high level of suspicion for early diagnosis, which can improve outcomes. In
addition, there is an urgent need to develop novel therapeutic strategies to manage these tumors effectively.

Keywords: Cutaneous angiosarcomas. Endothelial tumors. Sarcomas.

Resumo

Os angiossarcomas sdo tumores endoteliais raros e agressivos, representando menos de 1% de todos os sarcomas. Estes
tumores afetam predominantemente homens caucasianos idosos e surgem com maior frequéncia na face, couro cabeludo
ou em 4dreas de linfedema cronico ou previamente expostas a radioterapia. O diagndstico precoce é essencial devido as
elevadas taxas de recidiva e metastizagéo. Este estudo tem como objetivo descrever e analisar cinco casos de angiossarco-
ma cutaneo diagnosticados num hospital terciario em Lisboa, destacando a apresentagéo clinica e a importancia de um
diagndstico atempado. Foram revistos cinco casos de angiossarcoma cutaneo diagnosticados entre 2014 e 2023 num hospi-
tal terciario. Recolheram-se e analisaram-se retrospetivamente dados demograficos, apresentagao clinica e localizagdo tumo-
ral. A amostra incluiu cinco doentes: trés do sexo feminino e dois do sexo masculino, com uma idade média de 75,8 anos.
As lesOes apresentaram-se sob a forma de maculas e placas eritematosas e violaceas, bem como nédulos, distribuidos por
diferentes localizagdes anatémicas. Os resultados evidenciam a diversidade das apresentagdes clinicas e salientam a
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necessidade de um elevado indice de suspeigdo por parte dos Dermatologistas. Devido ao comportamento agressivo dos
angiossarcomas, é fundamental que os Dermatologistas mantenham um elevado grau de suspei¢do para permitir um diag-
nostico precoce, o que pode melhorar o progndstico. Além disso, existe uma necessidade urgente de desenvolver novas
estratégias terapéuticas para um tratamento mais eficaz destes tumores.

Palavras-chave: Angiossarcomas cutdneos. Tumores endoteliais. Sarcomas.

Introduction

Despite their rarity, angiosarcomas are among the
more common forms of cutaneous sarcomas, ranking
fourth after Kaposi's sarcoma, dermatofibrosarcoma
protuberans, and pleomorphic dermal sarcoma’?.
These tumors are highly aggressive and present sig-
nificant diagnostic and therapeutic challenges due to
their variable clinical presentations.

Three types of angiosarcoma have been identified:
primary, associated with chronic lymphedema, and
post-radiation’. The most common type is primary
angiosarcoma (idiopathic or Wilson-Jones), which
mainly affects Caucasian men over 70 years old. It
usually presents on the head and neck regions as a
single lesion resembling an innocent hematoma'?.
Angiosarcoma associated with chronic lymphedema
presents as firm violaceous nodules or hardened
plaques on a background of non-pitting edema;
more than 90% of these cases are associated with
mastectomy and lymph node dissection in women
with breast cancer (Stewart-Treves syndrome)'2.
Lymphedema precedes the appearance of angiosar-
coma in 4-27 years'3. Post-radiation angiosarcomas
manifest as infiltrating plaques or nodules in or near
the irradiated area, approximately 6 years after
treatment-3.

Awareness among dermatologists is crucial for early
diagnosis, as long-term survival largely depends on
prompt radical surgery and adjuvant radiotherapy. This
series describes the clinical and histopathological char-
acteristics of the five cases of cutaneous angiosarco-
mas diagnosed over a period of 9 years in a dermatology
department at a tertiary hospital in Lisbon, Portugal.

Case reports

Case 1

A 92-year-old Caucasian man presented with multi-
ple violaceous patches, plagues, and nodules on the
scalp (Fig. 1). Histopathologic examination from an inci-
sional skin biopsy revealed an endothelial infiltrative
tumor (Fig. 2). Immunohistochemistry was positive for

CD31 and electroretinography (ERG). According to the
8! edition of the American Joint Committee on Cancer
(AJCC) tumor, node, metastasis (TNM) staging system,
the tumor was classified as stage | (T3NOMO). The
patient underwent surgical excision but died 3 months
later due to an unrelated infectious complication, before
starting the proposed adjuvant radiotherapy.

Case 2

An 87-year-old woman with a history of breast cancer
17 years earlier, treated with conservative mastectomy
and radiotherapy, presented with a violaceous nodule
in the previously irradiated area (Fig. 3). Histopathologic
examination of the surgical specimen revealed a tumor
with diffuse proliferation in the dermis and subcutaneous
tissue, irregular vascular clefts with fusiform endothelial
cells, and cellular pleomorphism with round, epithelioid
cells (Fig. 4). Immunohistochemistry was positive for
CD31, podoplanin, ERG, and c-MYC. According to the
AJCC (8" ed) TNM system, the tumor was staged as
stage IA (T1aNOMO0). Wide local excision was per-
formed, and the patient remains alive and free of recur-
rence after 7 months of follow-up.

Case 3

A 57-year-old female with chronic lymphedema of
the right upper limb following mastectomy and lymph-
adenectomy for breast cancer 18 years earlier pre-
sented with multiple coalescent bleeding violaceous
plagues and nodules on the inner aspect of the right
arm (Fig. 5). Histopathologic examination from an
incisional skin biopsy revealed a dense infiltrative
tumor with epithelioid cells, the classic “fish in the
creek” pattern, and pleomorphic, undifferentiated
cells (Fig. 6). Immunohistochemistry was positive for
CD31 and podoplanin. According to the AJCC (8™ ed)
TNM system, the tumor was staged as stage IV
(TAN1MO). The patient also had a concurrent stage
[11A lung carcinoma. Given her poor performance sta-
tus and the extent of cutaneous disease, she received
best supportive care and died within 1 month due to
sepsis.
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Figure 1. Physical examination showed multiple
violaceous patches, plagues, and nodules on the scalp.

Figure 2. Histopathologic examination from an incisional
skin biopsy reveals an endothelial tumor infiltrating the
collagen bundles and adipose tissue (H&E, x100).

Case 4

An 81-year-old female with chronic idiopathic lymph-
edema of the lower limbs presented with multiple fria-
ble coalescent bleeding nodules on the anterior aspect
of the right leg (Fig. 7). Histopathologic examination

Figure 3. Physical examination showed a violaceous
nodule in the left breast.

Figure 4. Histopathologic examination of the surgical
specimen reveals a tumor with diffuse proliferation in
the dermis and subcutaneous tissue and irregular
vascular clefts (H&E, x100).

from an incisional skin biopsy revealed an endothelial
tumor with irregular vascular clefts and multilayering
(Fig. 8). Immunohistochemistry was positive for CD31
and podoplanin. According to the AJCC (8" ed) TNM
system, the tumor was staged as stage 1B (T4 [multi-
centric] NOMO0), compatible with localized inoperable
disease. The patient was treated with radiotherapy and
paclitaxel and survived for 13 months after diagnosis.
The cause of death was unknown because of loss to
follow-up.
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Figure 5. Physical examination showed multiple
coalescent bleeding violaceous plaques and nodules in
the inner aspect of the right arm.

Figure 7. Physical examination showed bleeding nodules
on the anterior aspect of the right leg.

Figure 6. Histopathologic examination from an incisional
skin biopsy revealed the classic “fish in the creek” sign
and pleomorphic, undifferentiated cells with numerous
mitoses (H&E, x400).

Case 5

A 62-year-old male with a history of desmoplastic
melanoma 12 years earlier and three local recurrences
presented with a pink nodule in the previous surgical
scar. Histopathologic examination of the surgical spec-
imen revealed irregular vascular clefts dissecting
between collagenbundles (Fig. 9). Immunohistochemistry
was positive for CD31. According to the AJCC (8™ ed)
TNM system, the tumor was staged as stage IA
(T1aNOMO). The patient underwent surgery, radiother-
apy, and paclitaxel treatment. Despite these interven-
tions, surgical margins remained positive, with local
recurrences and locoregional lymph node involvement
over time. He subsequently received systemic therapy
with gemcitabine, doxorubicin, and pazopanib, but was

Figure 8. Histopathologic examination from an
incisional skin biopsy revealed an endothelial tumor
with irregular vascular clefts and multilayering
(H&E, x100).

Figure 9. Histopathologic examination of the surgical
specimen revealed irregular vascular clefts dissecting
between the collagen bundles (H&E, x100).
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later lost to follow-up and died 6 years and 5 months
after diagnosis, with an unknown cause of death.

Results

We identified five cases of cutaneous angiosarco-
mas: two idiopathic (40%), two associated with chronic
lymphedema (40%), and one post-radiation (20%).
There were three female (60%) and two male (40%)
patients. The mean age of our patients was 75.8 (stan-
dard deviation [SD] 13.8; range 57-92) years. The
tumors were found in various locations, including the
breast, trunk, limbs, and scalp, presenting as erythem-
atous and violaceous patches, plaques, and nodules.
Our analysis revealed a mean follow-up of 20 months
and a mean overall survival of 23.5 months. Four out
of the five patients (80%) died during the follow-up
period.

Discussion

In our sample, the two most common types of cuta-
neous angiosarcoma were primary angiosarcoma and
angiosarcoma associated with chronic lymphedema,
followed by post-radiation angiosarcoma. These results
differ from the literature, which most frequently reports
primary angiosarcoma, followed by post-radiation
angiosarcoma, and angiosarcoma associated with
chronic lymphedema. The average age of our patients
was consistent with data from the literature, indicating
that most cases occur in elderly patients. Angiosarcomas
are more common in males, but in our study 60% of the
patients were female. The locations described in our
analysis are consistent with those reported in the liter-
ature, although the most common location is the head
and neck region, where we found only one tumor. Our
study showed a mean overall survival of 23.5 months,
corresponding to a 9-year survival rate of 20%, which
is higher than the 5-year survival rate of 12-34%
reported in the literature. These discrepancies are prob-
ably related to the small size of our sample.

The first case corresponds to the classic presenta-
tion of primary angiosarcoma, highlighting the impor-
tance of maintaining a high level of suspicion for
persistent erythematous and violaceous lesions in the
head and neck region in elderly patients. These lesions
can initially be presumed to be benign or traumatic,
especially in an elderly population commonly taking
antiplatelet or anticoagulant drugs.

The second case is also a typical presentation to
keep in mind, emphasizing the importance of

suspecting cutaneous neoplasms in patients who have
undergone radiotherapy for breast cancer. The main
differential diagnoses to consider in this setting are
basal cell carcinoma (the most common tumor), angio-
sarcoma, and atypical vascular lesions of the breast*.
Differentiating between the latter two is challenging,
with the presence of positive c-MYC favoring the diag-
nosis of angiosarcoma, stressing the importance of
immunohistochemistry. Notably, the incidence of
post-radiation angiosarcomas is increasing, while the
incidence of angiosarcoma associated with chronic
lymphedema, mainly seen following lymphadenectomy
for breast cancer (Stewart-Treves syndrome), is decreas-
ing. This reduction is attributed to the adoption of more
conservative surgical techniques, combined with radio-
therapy, for breast cancer.

The third and fourth cases are classic, from both a
clinical and histopathological perspective. Clinically,
the appearance of erythematous and violaceous skin
lesions on a background of chronic lymphedema
should always raise suspicion for angiosarcoma and
prompt a biopsy. Histopathologically, the “fish in the
creek” sign (free-floating endothelial cells within the
vascular lumen) in the third case is considered a
unique histologic pattern of cutaneous angiosar-
coma®, and the multilayering in the fourth case is also
typical.

The fifth case is the one showing the least common
characteristics, considering the young age at presenta-
tion, the location on the back, and the history of recur-
rent desmoplastic melanoma in the affected site. In
fact, a revision of the initial surgical specimens con-
cluded that the lesions previously interpreted as mela-
nomawere probably poorly differentiated angiosarcomas,
misdiagnosed in an era when immunohistochemistry
was not widely available. This case illustrates the clin-
ical and histopathological diagnostic challenges of
angiosarcomas.

Angiosarcomas pose two major challenges: clinical
and histopathological diagnosis. Clinically, they can
present as deceptively benign-appearing lesions,
often in non-specific locations. Histopathologically,
despite typical features, not all specimens reveal
these changes®. The use of vascular markers in
immunohistochemistry, including CD31, ERG, CD34,
and Fli-1, is crucial for diagnosis®. ERG is currently
considered the most sensitive and specific marker for
angiosarcoma’.

Despite aggressive multimodal therapy, angiosarco-
mas have a poor prognosis, with a 5-year survival rate
of 12-34%"8. Early radical surgery followed by adjuvant
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radiotherapy appears crucial for improving outcomes.
However, the high recurrence rate highlights the need
for vigilant follow-up and possibly novel therapeutic
approaches, including experimental therapy with pro-
pranolol, pembrolizumab, and the triple combination of
pioglitazone with rofecoxib and trofosfamide® .

Our results illustrate the wide range of clinical pre-
sentations of cutaneous angiosarcomas and their diag-
nostic challenges. Furthermore, they corroborate literature
data, indicating that these tumors have a very poor prog-
nosis. However, this is a study with a small number of
patients and potential selection biases, so results
should be interpreted cautiously. Further research with
larger, more diverse cohorts is needed to validate these
observations.

Conclusion

Cutaneous angiosarcomas are aggressive endothelial
tumors with significant clinical and histopathological vari-
ability. This case series emphasizes the need for height-
ened awareness among dermatologists and oncologists
regarding the diverse presentations of angiosarcomas.
Early diagnosis and aggressive treatment are pivotal in
managing these tumors, although the prognosis
remains poor. Further research into novel therapeutic
strategies and better diagnostic markers is essential to
improve outcomes.
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Spitz nevus: a case report of a benign melanocytic neoplasm
with a review of recent advances

Nevo de Spitz: relato de caso de uma neoplasia melanocitica benigna com revisao dos
avancos recentes

Sunil Kumar-Gupta
Department of Dermatology and Venereology, All India Institute of Medical Sciences, Gorakhpur, Uttar Pradesh, India

Abstract

Spitz nevus is a rare benign melanocytic lesion that can clinically mimic benign and malignant dermatological conditions. We
report a case of a 22-year-old female who presented with a long-standing, asymptomatic nodule on her left cheek. The lesion
was excised due to cosmetic concerns, and histopathological analysis confirmed the diagnosis of Spitz nevus. Given its clinical
resemblance to malignant conditions, a complete surgical excision was performed for definitive diagnosis and cosmetic
management. Recent studies highlight advances in molecular diagnostics and immunohistochemistry, which help differentiate
Spitz nevus from malignant melanocytic neoplasms. This case underscores the necessity of histopathological and molecular
evaluation in distinguishing Spitz nevus from other pigmented lesions.

Keywords: Nevus. Benign melanocytic tumor. Spitz tumor.

Resumo

O nevo de Spitz é uma lesdo melanocitica benigna rara que pode mimetizar clinicamente condigdes dermatoldgicas benignas
e malignas. Relata-se o caso de uma doente de 22 anos que apresentava um nddulo assintomatico de longa data na face
esquerda. A lesdo foi excisada devido a preocupagdes estéticas, e a andlise histopatoldgica confirmou o diagndstico de nevo
de Spitz. Dada a semelhanca clinica com condi¢cdes malignas, foi realizada uma exciséo cirdrgica completa para diagnostico
definitivo e tratamento estético. Estudos recentes destacam os avangos no diagndstico molecular e na imunohistoquimica,
que auxiliam na diferenciagdo do nevo de Spitz das neoplasias melanociticas malignas. Este caso realga a necessidade de
avaliaga@o histopatoldgica e molecular para distinguir o nevo de Spitz de outras lesbes pigmentadas.

Palavras-chave: Nevo. Tumor melanocitico benigno. Tumor de Spitz.
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Introduction

Spitz nevus, first described by Sophie Spitz in 1948,
is a benign melanocytic neoplasm commonly seen in
young individuals, particularly females'. Clinically, it
can mimic various conditions, including melanoma,
basal cell carcinoma, and dermatofibroma, making his-
topathological examination essential for accurate diag-
nosis?. Although typically benign, complete surgical
excision is often recommended due to its difficulty in
differentiating it from malignant melanocytic lesions?®.

Case report

A 22-year-old female presented to the dermatology out-
patient department with a solitary lesion on her left cheek,
which had been present for 4 years. The lesion developed
insidiously without any preceding history of trauma, insect
bites, or inflammation. The patient had no significant per-
sonal or family history of skin disorders. She sought med-
ical attention due to cosmetic concerns.

On dermatological examination, the lesion was a
well-circumscribed, firm, dome-shaped, oval hodule mea-
suring approximately 1.0 cm x 1.5 cm (Fig. 1). The lesion
had a slightly pink hue with mild hyperpigmentation in the
centre. The surface was smooth without ulceration, scal-
ing, or crusting. The lesion was not fixed to the underlying
structures, and there was no regional lymphadenopathy.
Sensory and motor examinations were unremarkable.

Based on the clinical presentation, the differential
diagnoses included intradermal nevus, desmoplastic
nevus, melanoma, basal cell carcinoma, dermatofi-
broma, pseudolymphoma, and histoid leprosy.

The lesion was completely excised with primary clo-
sure. The excised tissue was sent for histopathological
evaluation. Hematoxylin and eosin staining revealed a
well-circumscribed dermal lesion composed of large
spindle-shaped melanocytic cells arranged in nests
(Fig. 2). The nevus cells were symmetrically placed with
well-defined clefts between the junctional nests and the
surrounding epidermis (Fig. 3). There was mild pigment
incontinence, but no cellular atypia or mitotic figures
were observed. These findings were consistent with a
diagnosis of Spitz nevus.

Discussion

Spitz nevus is a benign melanocytic proliferation that
primarily occurs in children and young adults. It is char-
acterized by the spindle and epithelioid melanocytes
arranged in nests within the dermis or at the dermo-epi-
dermal junction®. Clinically, it can be confused with
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Figure 1. A well-circumscribed dome-shaped nodule on
the left side of the face.

Figure 2. H&E stain (x10 magnification) showing well-
circumscribed junctional and dermal nest of spindled-
shaped melanocytic cells.

malignant melanocytic lesions, necessitating histo-
pathological confirmation?.

Spitz nevus can exhibit a range of histopathological
patterns, including conventional (classic), desmoplas-
tic, pigmented, and angiomatoid subtypes®. The pres-
ence of clefts separating the nevus cells from the
epidermis and a well-circumscribed symmetrical
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Figure 3. H&E stain (x40 magnification) showing clefts in
between the nests of spindle-shaped nevus cells.

arrangement are distinguishing features*. Unlike malig-
nant melanomas, Spitz nevi typically lack significant
cellular atypia and mitotic activity®.

While Spitz nevus is generally considered benign,
rare cases of atypical Spitz tumors with uncertain malig-
nant potential have been reported, necessitating long-
term follow-up in select cases®. Recent studies suggest
that immunohistochemical markers such as p16, Ki-67,
and HMB-45 can aid in distinguishing Spitz nevi from
malignant melanomas®. In addition, molecular tech-
niques, such as FISH and CGH are proving useful in
differentiating atypical Spitz tumors from other melano-
cytic proliferations’. The use of molecular markers, such
as HRAS mutations and gene fusions, has been iden-
tified in Spitz nevi, offering a new avenue for diagnostic
refinement’.

The standard treatment for Spitz nevus is complete
surgical excision, both for diagnostic purposes and to
prevent misdiagnosis®.

Conclusion

This case highlights the importance of considering Spitz
nevus in the differential diagnosis of solitary pigmented
nodules, especially in young individuals. Given its potential
for clinical confusion with malignant lesions, histopatho-
logical and molecular confirmations remain the gold stan-
dard for diagnosis. Complete surgical excision is the
preferred management approach for both diagnostic accu-
racy and cosmetic concerns. The incorporation of molec-
ular and immunohistochemical techniques can enhance
diagnostic precision and improve patient management.
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Abstract

Discoid lupus erythematosus (DLE) is a chronic autoimmune disease affecting the skin, often leading to scarring, dyspigmentation,
and reduced quality of life. Although several first-line therapies are available, some cases remain refractory. We report a
53-year-old female with treatment-resistant DLE, presenting with cicatricial alopecia and plaques on the face, torso, and limbs.
Histopathology confirmed the diagnosis. Conventional therapies — including corticosteroids, hydroxychloroguine, prednisolone,
methotrexate, acitretin, and dapsone — failed to provide lasting control. Treatment with mycophenolate mofetil (MMF) achieved
significant clinical improvement and stabilization over 15 months, with good tolerability. This case illustrates the challenges of
managing refractory DLE and suggests MMF as a potential therapeutic option. A literature review reveals limited yet encouraging
evidence from retrospective studies and case reports supporting MMF’s efficacy in refractory DLE. Further scientific evidence
is needed to establish its role in clinical practice and guide treatment for patients with severe or treatment-resistant DLE.

Keywords: Discoid lupus erythematosus. Refractory cutaneous lupus. Mycophenolate mofetil. Autoimmune skin disease.
Cicatricial alopecia. Immunosuppressive therapy.

Resumo

O Lupus Eritematoso Discoide (LED) é uma dermatose autoimune crénica que causa alteragOes cicatriciais e redugdo da
qualidade de vida. Apesar das terapéuticas de primeira linha disponiveis, alguns casos mantém-se refratarios. Apresentamos
o caso de uma mulher, 53 anos, com alopécia cicatricial e placas no rosto, tronco e membros. O exame histopatolégico
confirmou o diagndstico de LED. Tratamentos prévios — incluindo corticosteroides tdpicos, hidroxicloroquina, prednisolona oral,
metotrexato, acitretina e dapsona — néo permitiram controlo da dermatose. O tratamento com micofenolato de mofetil (MMF)
resultou numa melhoria significativa e estabilizagdo das lesdes durante 15 meses, com boa tolerabilidade. Este caso ilustra
os desafios na abordagem do LED refratario e sugere o MMF como opcgéo terapéutica. Uma revisao da literatura revelou
evidéncia limitada mas encorajadora, com base em estudos retrospectivos e relatos de caso. E necessdria mais evidéncia
cientifica para clarificar o papel do MMF e criar recomendacdes terapéuticas para doentes com LED grave/refratario.

Palavras-chave: Lupus eritematoso discoid. Lupus cutaneo refratario. Micofenolato de mofetil. Doengas autoimunes. Alopécia
cicatricial. Tratamento imunossupressor.
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Introduction

Lupus erythematosus is an autoimmune disease that
commonly affects the skin. It encompasses a spectrum
of different cutaneous manifestations, among which
discoid lupus erythematosus (DLE) is one of the most
common among chronic forms. DLE often manifests
as scaly, erythematous plaques with potential perma-
nent scarring and pigmentary changes, significantly
impacting patients’ quality of life. It predominantly
affects photoexposed sites, such as the face and
scalp, although lesions may occur in other locations.
DLE may signal systemic lupus erythematosus (SLE)
in a subset of cases, particularly in the generalized
form. Treatment of DLE may prove difficult, and delay-
ing effective treatment can lead to permanent scarring
and disfiguration.

Case report

A 53-year-old Caucasian female patient, smoker, with
no other relevant medical history was referred to the
Dermatology Clinic with a 1-year history of alopecia
and erythematous lesions on the face.

On physical examination, an extensive erythematous
infiltrated plaque of cicatricial alopecia was observed
across almost the entire sagittal region, with peripheral
hyperpigmentation. The patient also presented two
well-defined erythematous plaques, on the left malar
and glabellar region, with central scaling and peripheral
hyperpigmentation.

The patient had no other complaints and an unre-
markable complete blood count and biochemical
panel, as well as an antinuclear antibodies test of 1:80,
negative anti-double-stranded DNA antibody, and
serum complement levels (C3 and C4) within the ref-
erence range, making the presence of systemic dis-
ease unlikely.

A 6 mm punch skin biopsy was performed on the
scalp, showing areas of follicular keratosis in the epider-
mis, with vacuolar degeneration in the basal layer and
acidophilic bodies. There was a dermal perivascular and
periadnexial lymphohistiocytic infiltrate (Figs. 1 and 2).
These findings were consistent with the clinical diagno-
sis of discoid cutaneous lupus erythematosus.

The patient was initially treated with topical betameth-
asone and strict photoprotection, with no improvement
and even with the appearance of new lesions on the
face, trunk, and upper limbs. Given the widespread
nature of lesions, intralesional corticosteroid therapy
was not proposed, and the patient was started on

Figure 1. (H&E x40) Epidermis with follicular keratosis
and areas of vacuolar degeneration of the basal layer.
In the dermis, a superficial and deep perivascular
lymphobhistiocytic and periadnexal inflammatory infiltrate
is observed. There is also vascular dilation and foci of
interstitial hemorrhage.

Figure 2. (H&E x400) Higher amplification, showcasing
follicular keratosis, vacuolar degeneration of the basal
layer, and the presence of acidophilic bodies.

hydroxychloroquine 400 mg daily and a course of oral
prednisolone, with transient improvement but worsening
during tapering. At this point, oral methotrexate was
added and titrated up to 15 mg weekly, with subsequent
discontinuation due to moderate gastrointestinal intoler-
ance and lack of response. Therapeutic trials with
acitretin 10 mg daily and dapsone, titrated to 100 mg
daily, were also conducted, but both were unsuccessful,
with an increase in lesion size. We later started treat-
ment with mycophenolate mofetil (MMF), titrated up to
2 g/day, which finally allowed control of the disease,
with improvement of inflammatory signs of the lesions
and stabilization of their size. Complete blood count,
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Figure 3. Lesions of discoid lupus erythematosus on the
back before (left) and after (right) 10 months of therapy
with mycophenolate mofetil.

Figure 5. Right retroauricular lesions of discoid lupus
erythematosus before (left) and after (right) 10 months of
therapy with mycophenolate mofetil.

Figure 4. Lesions of discoid lupus erythematosus on the
left arm before (left) and after (right) 10 months of
therapy with mycophenolate mofetil.

liver enzymes, and renal function were assessed
2 weeks after treatment initiation and subsequently
repeated every other month, with progressive spacing
of follow-up laboratory evaluations. No new lesions
developed after the patient was started on MMF and
there was very significant clinical improvement after
10 months of therapy with MMF in several locations
(Figs. 3-10). The treatment was well tolerated, with no
reported side effects. The patient maintains follow-up
and remains without disease activity 15 months after
initiating treatment.

Discussion

To date, there are no well-established therapeutic
guidelines for cutaneous lupus refractory to first-line
drugs, including DLE. Fortunately, most patients
respond to treatment with topical/intralesional cortico-
steroids, topical calcineurin inhibitors, oral anti-malarial

Figure 6. Right frontotemporal lesions of discoid lupus
erythematosus before (left) and after (right) 10 months of
therapy with mycophenolate mofetil.

Figure 7. Left facial and retroauricular lesions of discoid
lupus erythematosus before (left) and after (right)
10 months of therapy with mycophenolate mofetil.

drugs, and photoprotection. The generalized forms of
DLE increase the risk of SLE and may prove more
difficult to treat.
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Figure 8. Right mandibular lesions of discoid lupus
erythematosus before (left) and after (right) 10 months of
therapy with mycophenolate mofetil.

Figure 9. Presternal lesion of discoid lupus erythematosus
before (left) and after (right) 10 months of therapy with
mycophenolate mofetil.

Figure 10. Scalp lesion of discoid lupus erythematosus
before (left) and after (right) 10 months of therapy with
mycophenolate mofetil.

MMF is an immunosuppressant drug that is generally
well tolerated and reversibly inhibits the enzyme inosine
monophosphate dehydrogenase (involved in the synthesis

of purines). Diarrhea, vomiting, nausea, and low cellular
blood count levels are the most common side effects’.

There is limited evidence of the benefit of MMF in
cutaneous lupus, including DLE, consisting only of ret-
rospective studies and case reports. Furthermore, most
studies tend to include in their cohort patients with sev-
eral subtypes of cutaneous lupus. Even though most
treatment recommendations assemble several forms of
cutaneous lupus, it is not certain that all disease sub-
types share the same response to a given treatment.

We reviewed all publications available at the MEDLINE
database regarding the use of MMF in DLE, excluding
papers that included exclusively other forms of cutane-
ous lupus and focusing on the results of the subset of
patients diagnosed with DLE. A 2021 retrospective study
from Keyes et al. showed similar results in patients with
discoid or subacute cutaneous lupus treated with either
methotrexate or MMF. However, their results showed a
trend favoring treatment with MMF in the 40 patients
with DLE, albeit with no statistical significance?. In
another retrospective study from 2019, including patients
with both subacute and discoid lupus, Gammon B. and
colleagues found some improvement after MMF treat-
ment in all 19 subjects with DLE. Regarding these
19 cases, eight patients showed a complete response
to treatment, defined as complete or near-complete res-
olution of disease activity; eight patients had a partial
response; and three patients had complete responses
followed by flares of the disease3. Contradictorily, a for-
mer retrospective study from 2005, including three
patients with DLE treated with MMF, concluded that the
drug was ineffective in these patients, highlighting one
case of disease flare after starting the drug*.

The remaining evidence consists only of case series
and case reports, accounting for a total of five cases
with complete or near-complete responses to treatment
with MMF - three patients with a palmoplantar variant
of DLE®S, one case of lupus profundus’, and one case
of DLE associated with chilblain lupus’. Bardazzi et al.
refer that MMF may be an effective treatment option in
patients with palmoplantar disease; a rare variant that
commonly has a poor response to treatment’,

This case aims to illustrate the difficulty of treating
refractory DLE and supports a potential role of MMF in
refractory disease. The literature review showed a lack
of substantial evidence for the use of MMF in DLE, and
the comprehension of the role of this drug is further
aggravated by the fact that most studies include only
patients with disease refractory to the most common
treatment modalities (including topical therapies,
hydroxychloroquine, and methotrexate) and, in some
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case, other second and third line options. This bias is
emphasized by most of the cited authors. As mentioned
previously, the inclusion of all subtypes of cutaneous
lupus may act as a confounding factor. Keyes et al. hint
at a possible difference in response to MMF among
patients with DLE, compared to patients with subacute
cutaneous lupus erythematosus?®. Further studies, ide-
ally randomized trials, are needed to clarify the role of
this drug in DLE and other forms of cutaneous lupus.

Conclusion

This case highlights the therapeutic challenge posed
by refractory discoid lupus erythematosus and illus-
trates the potential effectiveness and tolerability of
mycophenolate mofetil in achieving sustained disease
control after failure of multiple conventional therapies.
Although current evidence remains limited to retro-
spective studies and case reports, our findings add to
the growing body of literature suggesting a role for
mycophenolate mofetil in selected patients with severe
or treatment-resistant DLE. Well-designed prospective
studies are needed to better define its efficacy, optimal
positioning, and long-term safety in this patient
population.
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Basalioma in a nevus sebaceous of the scalp

Basalioma em nevo sebaceo do couro cabeludo
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We present the case of a 56-year-old woman with a
congenital yellowish lesion on her scalp that had
remained stable until approximately 18 months before
evaluation. During this period, she noted the appear-
ance of new growths on the lesion, which exhibited
progressive enlargement and occasional spontaneous
bleeding. On physical examination, a sessile, yellow-
brown, verrucous plaque with well-defined, irregular
borders, measuring approximately 4 x 1.5 cm, was
observed on the interparietal scalp (Fig. 1). At the ante-
rior margin of the plaque, a violaceous nodule with
macroscopic telangiectasias, measuring approximately
1.5 cmin its greatest dimension, was identified (Fig. 1).
Posterior to this, an 8-mm violaceous papule with sim-
ilar features was noted (Fig. 1). Dermoscopy revealed
telangiectasias and a bluish coloration (Fig. 2). Surgical
excision of both lesions was performed, and histo-
pathological examination confirmed basal cell carci-
noma (BCC) arising within a nevus sebaceous, with
clear surgical margins.

Nevus sebaceous, also known as nevus sebaceous
of Jadassohn, is a hamartomatous lesion originating
from follicular, sebaceous, apocrine, and connective
tissue components'2. These lesions typically present
at birth or in early childhood, often as yellow to orange
patches or plaques with associated alopecia'. While the
scalp is the most common site, nevus sebaceous can
also occur on the face, neck, and other regions'.
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Figure 1. Physical examination showing a sessile,
yellow-brown, verrucous plaque with well-defined,
irregular borders, measuring approximately 4 x 1.5 cm
on the scalp. Anteriorly, a violaceous nodule with
macroscopic telangiectasias measures approximately
1.5 cm at its greatest dimension, and posteriorly, an
8-mm violaceous papule is present.

Although predominantly congenital, sporadic cases
have been documented, sometimes associated with
genetic syndromes, such as Schimmelpenning-
Feuerstein-Mims syndrome'.

The clinical morphology of nevus sebaceous evolves
with age. In childhood, the lesion is generally stable,
appearing as a smooth or slightly raised patch'.
Hormonal changes during puberty often lead to thick-
ening and a more verrucous appearance’. Significant
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Figure 2. Dermoscopy reveals peripheral telangiectasias
and a bluish coloration.

morphological changes, such as rapid growth, ulcer-
ation, or spontaneous bleeding, should prompt further
evaluation, including biopsy, to exclude malignant
transformation.

Nevus sebaceous carries a lifetime risk of secondary
neoplasms, estimated at 10-20%2. Most secondary
neoplasms are benign and of follicular origin®, such as
trichoblastomas or sebaceomas. Malignant transforma-
tion is rare, occurring in < 1% of cases, with BCC being
the most commonly reported malignancy, followed by
squamous cell carcinoma and sebaceous carcinoma'.
When malignant neoplasms develop, they typically
present in adulthood?, as demonstrated in this case.

Histopathological confirmation of BCC arising within
a nevus sebaceous is essential for guiding appropriate
treatment. Surgical excision with histologically con-
firmed clear margins is the preferred management
approach. Complete excision minimizes the risk of
recurrence and allows for histopathological assess-
ment of the entire lesion to rule out additional neoplas-
tic changes. Clinical follow-up is recommended to
monitor for recurrence or the emergence of new
neoplasms.

This case emphasizes the importance of vigilance in
monitoring nevus sebaceous for signs of malignant
transformation. The development of new nodules,
spontaneous bleeding, or ulceration should prompt

M. Mendes-de Carvalho, L. Silva. Basalioma

immediate evaluation and intervention. Early detection
and management of neoplastic transformation are crit-
ical to improving patient outcomes. Our case highlights
the necessity of clinical and histopathological correla-
tion in managing nevus sebaceous and emphasizes the
importance of regular follow-up for these patients.
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Acanthosis nigricans of the ears: clinical and dermoscopy
correlation

Acantose nigricante nos pavilhées auriculares: correlacado clinica e dermatoscopica
Sandra Arora* and Sanjeev B. Gupta

Department of Dermatology, Venereology, Leprosy, Dr. D. Y. Patil Medical College, Hospital and Research Centre, Sant Tukaram Nagar, Pimpri, Pune,
Maharashtra, India

Acanthosis nigricans is a dermatological condition
characterized by the presence of dark, thick, velvety,
bilaterally symmetrical plaques on the skin, primarily
occurring in body folds, such as neck, armpits, and
groin', as seen in a 32-year-old obese, diabetic, male
who complained of darkness over the bilateral ear
lobules for 2 months (Fig. 1). Dermoscopy revealed
the presence of linear crista cutis, sulcus cutis with
scattered black or dark brown dots, papillary projec-
tions, and crypts (Fig. 2). Upon investigating the
patient had a high body mass index, high fasting
insulin levels, and S. HbA1c. Vitamin D, and Vitamin
B12 were reduced along with a deranged lipid profile.
Thyroid (72.1 pU/ml - normal 2.6-24.9 pU/ml) function
tests were within normal limits. Clinical examination
and a simple non-invasive bedside test, such as der-
moscopy, led to a diagnosis of acanthosis nigricans.
Treatment? included weight reduction through lifestyle
modifications including dietary changes and regular
physical activity, topical application of glycolic acid
and urea-based cream over dark areas, regular use
of sunscreen twice daily, Glycolic Acid 35% peel over
neck once monthly, Vitamin D, and Vitamin B12 sup-

plements, and Metformin 750 mg once a day.

To conclude, this case is different as the patient has
acanthosis on an unusual site such as lobules of both
ears and it was associated with insulin resistance,
diabetes, obesity, dyslipidemia, and Vitamin D, and
Vitamin B12 deficiency. Therefore, in rare site
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Figure 1. Thick, hyperpigmented, velvety plaque on right
ear lobule.

presentation, a high index of suspicion should arise
and an extensive workup is recommended as it may
be associated with metabolic syndrome.

Available online: 16-07-2025
Port J Dermatol and Venereol. 2026;84(1):66-67
www.portuguesejournalofdermatology.com

2795-501X / © 2025 Portuguese Society of Dermatology and Venereology. Published by Permanyer. This is an open access article under the CC BY-NC-ND

license (http://creativecommons.org/licenses/by-nc-nd/4.0/).


http://crossmark.crossref.org/dialog/?doi=10.24875/PJDV.25000012&domain=pdf
www.portuguesejournalofdermatology.com
http://dx.doi.org/10.24875/PJDV.25000012

Figure 2. Polarized dermoscopy, x200 magnification,
linear crista cutis, sulcus cutis with scattered black or
dark brown dots, papillary projections, and crypts.
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A giant inguinal dermatofibrosarcoma protuberans
Dermatofibrosarcoma protuberante gigante da regiao inguinal

Patricia Moreira Gomes™®, Ruben Costa’®, Inés Rodrigues®®, and Filomena Azevedo’
"Department of Dermatology and Venereology; 2Department of Pathology. Unidade Local de Satide de S&o Jo&o, Porto, Portugal

A 41-year-old male presented with an asymptomatic
lesion on his groin that had been gradually enlarging
over 5 years. On physical examination, a 12 x 7 cm
slightly indurated, flesh-colored plaque with peduncu-
lated nodules was observed in the left inguinal region
(Fig. 1). Histopathological examination of a biopsy
showed a tumor with diffuse infiltration of the skin and
subcutaneous tissue composed of uniform and medi-
um-sized spindle cells with a storiform or cartwheel
pattern of growth (Fig. 2), consistent with dermatofibro-
sarcoma protuberans (DFSP). Staging showed no evi-
dence of secondary lesions. Given the tumor’s size and
risk of functional impairment, the patient was started
on therapy with imatinib. At the 6-week follow-up, the
lesion remained stable.

DFSP is a rare, slow-growing, and locally aggressive
soft-tissue tumor'. DFSP primarily affects adults, with
a peak incidence between 30 and 50 years, and shows
a slight male predominance’2. The tumor most com-
monly occurs on the trunk, followed by proximal extrem-
ities and, less frequently, the head and neck. Clinically,
it presents as a firm, indurated, nodular, and flesh-col-
ored or violaceous plaque that may initially resemble
benign skin lesions, leading to delayed diagnosis®.
Despite its indolent behavior, DFSP has a high propen-
sity for local recurrence if not completely excised'?.
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Figure 1. Clinical images with an indurated, flesh-colored
plague with several pedunculated nodules in the left
inguinal region (A: frontal and B: medial views).

Wide local excision with histologically clear margins
remains the treatment of choice®. Imatinib is an option
for patients with unresectable, recurrent, and/or meta-
static disease, as well as an alternative to radical sur-
gery in select cases®. While metastasis is rare,
recurrence poses significant challenges, requiring long-
term follow-up'.
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Figure 2. Dermatofibrosarcoma protuberans — low-power magnification with diffuse infiltration of the skin and
subcutaneous tissue (A: H&E); uniform and medium-sized spindle cells with a storiform or cartwheel pattern of
growth (B: H&E 100x); minimal atypia and no mitotic figures or necrosis (C: H&E 400x); the cells have diffused strong

staining for CD34 (D: immunohistochemistry 100x).
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Dermatology societies in Africa: perspective from Angola
Sociedades de dermatologia em Africa: perspectiva de Angola
Lidia P. de Almeida Voumard'*®, Laurinda Jamba-Calucango?, Aurora E. Abel-Yara®, and Juliano V. Isaias*

"Department of Medicine, Faculty of Medicine, Agostinho Neto University, Luanda; ?Dermatology Service, General Hospital, Huambo; *Dermatology
Service, Lubango Central Hospital, Huila; “Dermatology Service, Viana General Hospital, “Bispo Emilio de Carvalho’, Icolo e Bengo. Angola

Dear Editor,

Fifty years after the country’s independence, the
Angolan Association of Dermatology and Venereology
(AADV) was effectively instituted in Luanda on July
15!, 2025, opening a new page in the development of
the discipline.

Dermatology is progressively emerging in Angola as
a well-recognized medical specialty’?: the Angolan
College of Dermatology and Venereology was created
in 2009 under the umbrella of the Medical Order, with
a focus on the residency training program, ethics,
deontology, and the suitability of dermatologists’ pro-
fessional qualifications; pending the creation of a pro-
fessional society, the college was also assigned some
functions typically performed by medical societies,
such as continuing medical education.

AADV’s mission is now to advance advocacy on skin
and hair diseases, continuing education, clinical care,
investigations, and to stimulate collaboration with other
national and international societies, partner institutions,
and industry.

Challenges faced by Sub-Saharan African
(SSA) societies of dermatology

Despite their significant burden, there is low aware-
ness of skin conditions among health workers and the
general public. Weak surveillance systems further
mask their true public health impact, and health
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workers have, in general, insufficient diagnostic capac-
ity and access to treatment.

While simple skin conditions can often be managed
by primary healthcare providers, such professionals are
often unprepared to diagnose and treat less common
skin, nail, mucous membrane, and hair diseases,
resulting in significant delays and errors of diagnosis
and treatment?,

This situation is compounded by the low number of
trained dermatologists (on average, circa de 1/400.000
pop.)' who are mostly concentrated in major cities,
leaving poor-resource regions without the needed
attention and care from trained professionals.

To counter-balance the limited access to quality skin
care for many people living in rural and peri-urban
areas, the working conditions and posting of trained
dermatologists should be improved in order to enhance
the capacity of the public health services.

Moreover, despite a growing interest in cosmetology,
some key subspecialties, such as pediatric dermatol-
ogy and histopathology, should be given particular
attention to supplement standard clinical competen-
cies?.

Except for the Dermatology Society of South Africa,
founded in 1946, most SSA dermatology societies,
including the African Society of Dermatology and
Venereology (ASDV)?, are - if existing — still relatively
young, with few members and limited resources to
match their aspirations to advance skin health*.
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In May 2025, the World Health Assembly unani-
mously approved a resolution on “Skin diseases as a
global public health priority,” which recognized the
multiple challenges and key actions requiring urgent
attention from member states and other stakeholders.

How AADV can advance skin health in
Angola

The AADV can draw on its future members’ expertise
to organize clinical conferences and national days to
mobilize, screen and respond to the needs of people
with albinism, vitiligo and neglected tropical diseases®,
giving a voice to those suffering from stigma and
discrimination.

Taking advantage of improved local internet services
and the availability of new communication tools, the
AADV can promote the use of digital technologies to
enhance the capacity building of local personnel with
the support of dermatologists.

The mobilization of incentives and support to pro-
mote epidemiological and clinical investigations is
another AADV priority.

Angola was the first African Portuguese-speaking
country (PALOP) to join the International League of
Dermatology Societies (ILDS) in 2018 (Fig. 1)¢ and
AADV members will be further encouraged to take
advantage of the multiple presential and online events,
courses, and other education materials offered by inter-
national societies such as the ILDS, International
Foundation of Dermatology, ASDV, and the Ibero-Latin
American College of Dermatology (CILAD).

During the 4" ASDV conference held in Tunis in
20243, which was attended by more than 600 derma-
tologists from 24 African countries, Angola was elected
as the focal point for the PALOP dermatologists, which
shall be encouraged to attend ASDV meetings to learn
about the latest scientific and clinical research in Africa.

Last but not least, the strengthening of academic
relationships with Brazilian and Portuguese institutions
also offers great opportunities for continuing education.
It is worth mentioning the support which was already
granted to young Angolan dermatologists for postgrad-
uate training (e.g., from the Unidade Local de Saude
Coimbra), as well as the support to participate in sci-
entific conferences such as the Porto “Update on
Dermatology treatments” international meetings’.
Gracious access to the PJDV has been provided to
Angolan dermatologists by the Sociedade Portuguesa
de Dermatologia e Venereologia’.

Figure 1. African ILDS members (adapted from ILDS 2025
Members Map®). ILDS: International League Of
Dermatology Societies.

Conclusion

Dermatology in Angola and other SSA countries is
facing multiple challenges, including high incidence
and prevalence of skin diseases, lack of skilled derma-
tologists, weak laboratory infrastructure, and increasing
costs of drugs. In Angola, the AADV can play a cata-
lytic role for country-level coordinated action to improve
continuing education, investigations, access to labora-
tory diagnostic capacities, and to essential medicines,
integration with other programs, innovative service
delivery models, epidemiologic surveillance, and gen-
eral awareness on skin diseases.
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