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Referências: 1. RCM SKYRIZI®; 2. Gordon KB, Strober B, Lebwohl M, et al. Efficacy and safety of risankizumab in moderate-to-severe plaque psoriasis (UltIMMa-1 and UltIMMa-2): results from two double blind, randomised, placebo 
controlled and ustekinumab controlled phase 3 trials. Lancet. 2018;392(10148):650-661. doi:10.1016/S0140-6736(18):31713-6.; 3. Warren RB, et al. Efficacy and safety of risankizumab vs. secukinumab in patients with moderate-to-severe 
plaque psoriasis (IMMerge): Results from a phase 3, randomised, open-label, efficacy assessor-blinded clinical trial. British Journal of Dermatology. doi: 10.1111/BJD.19341; 4. Reich K, Gooderham M, Thaçi D, et al. Risankizumab compared 
with adalimumab in patients with moderate to severe plaque psoriasis (IMMvent): a randomised, double-blind, active-comparator-controlled phase 3 trial. Lancet. 2019;394(10198):576-586. doi: 10.1016/S0140-6736(19)30952-3.

* Ultimma 1 e 2 - PASI 90 à semana 52; Immerge - PASI 90 à semana 52; Immvent - PASI 90 à semana 44.
** Indicações terapêuticas: Psoríase em placas - Skyrizi é indicado para o tratamento da psoríase em placas, moderada a grave, em adultos que são candidatos a terapêutica sistémica. Artrite psoriática - Skyrizi, administrado em monoterapia 
ou em associação com metotrexato (MTX), é indicado para o tratamento da artrite psoriática ativa em adultos que tiveram uma resposta inadequada ou que demonstraram ser intolerantes a um ou mais fármacos antirreumáticos 
modificadores da doença (DMARDs).1
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SKYRIZI® demonstrou SUPERIORIDADE*

versus 3 CLASSES terapêuticas1-4 

no tratamento de doentes adultos com psoríase em placas moderada a grave1-4**

 
APROVADO
NA ARTRITE

PSORIÁTICA1**

INFORMAÇÕES ESSENCIAIS COMPATÍVEIS COM O RESUMO DAS CARACTERÍSTICAS DO MEDICAMENTO NOME DO MEDICAMENTO E FORMA FARMACÊUTICA: Skyrizi 150 mg solução injetável em caneta 
pré-cheia. COMPOSIÇÃO QUALITATIVA E QUANTITATIVA: Cada caneta pré-cheia contém 150 mg de risancizumab em 1 ml de solução. INDICAÇÕES TERAPÊUTICAS: Psoríase – Skyrizi é indicado para o tratamento da 
psoríase em placas, moderada a grave, em adultos que são candidatos a terapêutica sistémica. Artrite psoriática – Skyrizi, administrado em monoterapia ou em associação com metotrexato (MTX), é indicado para o tratamento 
da artrite psoriática ativa em adultos que tiveram uma resposta inadequada ou que demonstraram ser intolerantes a um ou mais fármacos antirreumáticos modificadores da doença (DMARDs). POSOLOGIA E MODO DE 
ADMINISTRAÇÃO: Este medicamento deverá ser utilizado sob a orientação e supervisão de um médico com experiência no diagnóstico e tratamento das condições para as quais Skyrizi está indicado. Posologia: A dose 
recomendada é de 150 mg administrada por injeção subcutânea na semana 0, semana 4 e posteriormente a cada 12 semanas (na forma de uma injeção de 150 mg com uma caneta pré-cheia). A descontinuação do tratamento 
deve ser considerada em doentes que não apresentem resposta após 16 semanas de tratamento. Alguns doentes com p�soríase em placas com uma resposta inicial parcial podem apresentar melhorias com a continuação do 
tratamento para além das 16 semanas. Omissão de dose: Se não for administrada uma dose, esta deve ser administrada assim que possível. Posteriormente, a administração das doses deve ser retomada como normalmente 
agendado. Idosos (≥65 anos): Não é necessário ajuste posológico. A informação em indivíduos com idade ≥ 65 anos é limitada. Compromisso renal ou hepático: De uma forma geral, não é esperado que estas condições 
tenham qualquer impacto significativo na farmacocinética de anticorpos monoclonais e não são considerados necessários ajustes posológicos. População pediátrica: A segurança e eficácia de risancizumab em crianças e 
adolescentes com idades entre os 5 e os 18 anos não foram estabelecidas. Não existem dados disponíveis. Não existe utilização relevante de risancizumab em crianças com idade inferior a 6 anos para a indicação de psoríase 
em placas moderada a grave ou em crianças com idade inferior a 5 anos para a indicação de artrite psoriática. Doentes com excesso de peso: Não é necessário ajuste posológico. Modo de administração: Skyrizi é administrado 
por injeção subcutânea. A injeção deve ser administrada na coxa ou no abdómen. Os doentes não devem administrar a injeção em áreas onde a pele esteja sensível, com equimoses, eritematosa, endurecida, ou afetada 
por psoríase. Os doentes podem autoadministrar a injeção de Skyrizi após treino na técnica de injeção subcutânea. Os doentes devem ser instruídos a ler antes da administração as “Instruções de utilização” fornecidas no 
folheto informativo. A administração de Skyrizi na zona exterior superior do braço deve apenas ser realizada por um profissional de saúde ou prestador de cuidados. CONTRAINDICAÇÕES: Hipersensibilidade à substância 
ativa ou a qualquer um dos excipientes. Infeções ativas clinicamente relevantes (por exemplo, tuberculose ativa). ADVERTÊNCIAS E PRECAUÇÕES ESPECIAIS DE UTILIZAÇÃO: Rastreabilidade: De modo a melhorar 
a rastreabilidade dos medicamentos biológicos, o nome e número de lote do medicamento administrado devem ser rigorosamente registados. Infeções: Risancizumab pode aumentar o risco de infeção. Em doentes com 
uma infeção crónica, um historial de infeção recorrente, ou fatores de risco para infeção conhecidos, risancizumab deve ser utilizado com precaução. O tratamento com risancizumab não deve ser iniciado em doentes com 
qualquer infeção ativa clinicamente relevante até que a infeção se resolva ou seja adequadamente tratada. Os doentes tratados com risancizumab devem ser instruídos a procurar aconselhamento médico se surgirem sinais 
ou sintomas clinicamente relevantes de infeção crónica ou aguda. Se um doente desenvolver uma destas infeções ou não estiver a responder à terapêutica convencional para a infeção, o doente deve ser cuidadosamente 
monitorizado e não lhe deve ser administrado risancizumab até à resolução da infeção. Tuberculose: Antes de iniciar o tratamento com risancizumab, os doentes devem ser avaliados quanto a infeção por tuberculose (TB). Os 
doentes a receber risancizumab devem ser monitorizados quanto a sinais e sintomas de TB ativa. A terapêutica anti-TB deve ser considerada antes de iniciar risancizumab em doentes com história de TB latente ou ativa, nos 
quais não é possível confirmar um curso terapêutico adequado. Imunizações: Antes de iniciar a terapêutica com risancizumab, deve ser considerada a realização de todas as imunizações apropriadas de acordo com as atuais 
recomendações de imunização. Se um doente tiver recebido uma vacina viva (viral ou b acteriana), recomenda-se que aguarde pelo menos 4 semanas antes de iniciar o tratamento com risancizumab. Os doentes tratados 
com risancizumab não devem receber vacinas vivas durante o tratamento e durante, pelo menos, 21 semanas após o tratamento. Hipersensibilidade: Caso ocorra uma reação de hipersensibilidade grave, a administração de 
risancizumab deve ser descontinuada imediatamente e deve ser iniciada terapêutica apropriada. Excipientes com efeito conhecido: Este medicamento contém menos do que 1 mmol (23 mg) de sódio por caneta pré-cheia, ou 
seja, é praticamente “isento de sódio”. INTERAÇÕES MEDICAMENTOSAS E OUTRAS FORMAS DE INTERAÇÃO: Não é esperado que risancizumab seja metabolizado por enzimas hepáticas ou eliminação renal. Não são 
esperadas interações entre risancizumab e inibidores, indutores, ou substratos de enzimas metabolizadoras de medicamentos, e não é necessário qualquer ajuste posológico. EFEITOS INDESEJÁVEIS: As reações adversas 
mais frequentemente notificadas foram infeções do trato respiratório superior. Reações adversas medicamentosas notificadas em doentes tratados com risancizumab: muito frequentes – infeções do trato respiratório superior; 
frequentes – infeções por tinha, cefaleia, prurido, erupção cutânea, fadiga, reações no local de injeção; pouco frequentes – foliculite, urticária. Consultar o RCM para mais informações relativamente a efeitos indesejáveis.
▼Este medicamento está sujeito a monitorização adicional. Isto irá permitir a rápida identificação de nova informação de segurança. Quaisquer suspeitas de reações adversas a Skyrizi devem ser notificadas à AbbVie, Lda., via 
e-mail para pt.abbvie.farmacovigilancia@abbvie.com ou telefone para +351 211 908 400 e/ou ao INFARMED. I.P., através do sistema nacional de notificação, via e-mail para farmacovigilancia@infarmed.pt ou telefone para +351 
217 987 373.
Revisão do texto das IECRCM: março 2023 (CCDSv13). Medicamento de receita médica restrita, de utilização reservada a certos meios especializados. Skyrizi está comparticipado no tratamento de doentes adultos com 
psoríase em placas moderada a grave, elegíveis para terapêutica sistémica, em que o tratamento sistémico não biológico não é eficaz, não é tolerado ou está contraindicado, ao abrigo da Portaria 48/2016 de 22 de Março. 
A artrite psoriática não está ainda comparticipada. Consultar o RCM antes de prescrever e sempre que necessite de informações complementares. Para mais informações deverá contactar o representante local do titular 
da autorização de introdução no mercado. Representante local do titular da AIM: AbbVie, Lda. Estrada de Alfragide, 67 - Alfrapark - Edifício D - 2610-008 Amadora, Portugal. Tel.: 211908400. Fax: 211908403. CRC Amadora 
NIF 510 229 050 – Capital Social €4.000.000.
Data de preparação: maio/2023
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For the Portuguese Journal of Dermatology and 
Venereology, 2023 was a year characterized by its growth, 
the quality of the published manuscripts, and the contin-
uous collaboration of the journal’s reviewers.

One of the most notable achievements of the 
Portuguese Journal of Dermatology and Venereology 
in 2023 was its substantial growth. In a world where 
knowledge evolves at an unprecedented rate, we have 
had a significant increase in submissions from all over 
the world. This growth is the evidence of journal’s com-
mitment to disseminating dermatology knowledge 
within the scientific community.

This year, we were privileged to publish several 
high-quality manuscripts. The rigorous peer review pro-
cess, combined with the experience and dedication of 
our esteemed reviewers, ensures that each publication 
is of the highest standard. We take this opportunity 
to extend our sincere gratitude to all our authors for 
trusting us with their research and to our reviewers 

for their invaluable contributions. Your commitment to 
excellence has been fundamental in raising the quality 
of the journal.

Looking ahead, we are excited to announce that the 
Portuguese Journal of Dermatology and Venereology 
has applied for indexing in PubMed Central. This mile-
stone is proof of our relentless pursuit of broader visi-
bility and reach for the journal. Once indexed, we will 
be able to reach an even wider audience.

As we turn the page to a new year, we remain dedi-
cated to our mission, committed to maintaining our high 
standards of scientific quality.

In closing, we extend our warmest thanks to every-
one who contributed to the success of the Portuguese 
Journal of Dermatology and Venereology in 2023. We 
look forward to the exciting opportunities and chal-
lenges that the new year will bring. Together, we will 
continue to push the boundaries of dermatological 
research and medical education.
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ORIGINAL ARTICLE

Abstract

Background: Alopecia areata (AA) and trichotillomania (TTM) belong to non-cicatricial alopecia. These disorders may have 
similar clinical features with different therapeutic protocols and prognoses. Trichoscopy has proved to be an office-based tool 
that helps in the diagnosis and differentiation of different types of alopecia. Objective: Our objective is to differentiate and 
diagnose AA and TTM based on trichoscopic features. Methods: The present cross-sectional and observational study was 
conducted on 86 patients presenting with complaints of hair loss in the outpatient department from January 2019 to Septem-
ber 2020. A  scalp examination was done, followed by the dermatoscopic examination with a Dermlite DL4 dermatoscope. 
Results: The percentage of black dots was higher in AA as compared to TTM. Broken hair at equal lengths was observed in 
AA, whereas broken hair at varying lengths was seen in TTM. Coiled hair, V-sign, and flame hair were only seen in TTM. 
Conclusion: The combination of black dots, broken hair, and exclamation mark favored the diagnosis of AA. Hair breaking at 
varying lengths, the V sign, flame hair, and coiled hair were exclusively seen in TTM.

Keywords: Trichoscopy. Alopecia areata. Trichotillomania. Non-cicatricial alopecia.

Resumo

Introdução: Alopecia areata (AA) e trichotillomania (TTM) pertencem ao grupo das alopécias não cicatriciais. Esses distúrbios 
podem ter características clínicas semelhantes mas têm diferentes protocolos terapêuticos e prognóstico. A tricoscopia provou 
ser uma ferramenta de acesso fácil que ajuda no diagnóstico e diferenciação de AA e TTM. Objetivo: Nosso objetivo é dife-
renciar e diagnosticar AA e TTM com base em recursos tricoscópicos. Métodos: O presente estudo transversal e observa-
cional foi realizado em 86 pacientes que apresentaram queixas de perda de cabelo no departamento ambulatorial de janeiro 
de 2019 a setembro de 2020. O exame objetivo do couro cabeludo foi seguido pelo exame dermatoscópico com um derma-
toscópio Dermlite DL4. Resultados: A percentagem de pontos pretos foi maior na AA em comparação com o TTM. Cabelos 
quebrados em comprimentos iguais foram observados na AA, enquanto cabelos quebrados em comprimentos variados foram 
vistos em TTM. Cabelos enrolados, sinais em V e cabelos em chamas eram vistos apenas no TTM. Conclusão: A combinação 
de pontos pretos, cabelos quebrados e ponto de exclamação favoreceu o diagnóstico de AA. Cabelos quebrados em compri-
mentos variados, o sinal V, cabelos em chamas, e cabelos enrolados foram vistos exclusivamente no TTM. A diferença na 
percentagem de características dermatoscópicas especificas de cada doença é estatisticamente significativa.

Palavras-chave: Tricoscopia. Alopecia areata. Tricotilomania. Alopecia não cicatricial.
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Introduction

Alopecia areata (AA) and trichotillomania (TTM) are 
two common forms of non-scarring hair loss encoun-
tered in clinical practice. TTM is a compulsive disorder 
characterized by the irresistible urge to pull out hair 
leading to bizarre-shaped patches of hair loss1. AA is 
an autoimmune disorder that typically presents with 
sharply demarcated patches of hair loss. Since the 
treatment strategies and prognosis of these disorders 
are different, it is important to differentiate them using 
non-invasive methods such as dermatoscopy since 
scalp biopsy is not frequently accepted by the patients. 
Concerning the dermatoscopic features, not much work 
has been done on TTM compared to AA.

Methods

The present cross-sectional and observational study 
was conducted in the outpatient department of 
Dermatology, Venereology, and Leprosy in Sri Guru 
Ramdas Institute of Medical Sciences and Research, Sri 
Amritsar, between January 2019 and September 2020.

Only patients with the clinical diagnosis of AA or TTM 
were included. Any other scalp disease, such as andro-
genetic alopecia, seborrheic dermatitis, and tinea capitis, 
were excluded from our study. The diseased area of the 
scalp was examined, and the diagnosis of AA and TTM 
was made clinically. Well-demarcated patches of hair loss 
with hair broken at equal lengths favored the diagnosis of 
AA, whereas irregular patches of hair loss with hair bro-
ken at varying lengths favored the TTM diagnosis. TTM 
patients had a history of relief of stress with picking of 
hair, unlike AA patients. This macroscopic examination 
was followed by the dermatoscopic examination of the 
scalp with Dermlite DL4 dermatoscope to see the various 
hair follicle structures and hair shaft patterns. Informed 
consent was taken from each patient. Approval from the 
Institutional Ethics Committee was taken.

Results were tabulated and analyzed statistically 
using SPSS Software 19.0 version. Percentages and 
mean values were calculated wherever applicable. For 
establishing relation between AA and TTM, correlation 
coefficient (r) was calculated. Results were considered 
significant if value of probability ‘p’ < 0.05 and highly 
significant if ‘p’ < 0.01.

Results

We included 86 patients in the study, 76 patients with 
AA and 10  patients with TTM. Out of total patients, 

there were 40 males and 46  females. The mean age 
of presentation in the study was 30.6 years with a stan-
dard deviation of 14.52 years.

Trichoscopic features of AA

Among the 76 patients diagnosed with AA, the most 
common trichoscopic finding was black dots (Fig.  1) 
seen in 51 patients (67.1%), broken hair (Fig. 2) seen in 
50  patients (65.7%), short vellus hair (Fig.  3) seen in 
36 patients (47.3%), tapering hair (Fig. 4) in 27 patients 
(35.5%), yellow dots (Fig. 5) in 23 patients (30.2%), pig-
tail hair in 18 patients (23.6%), coudability hair (Fig. 6) 
in 16 patients (21.05%), tulip hair (Fig. 7) in 8 patients 
(10.5%), upright regrowing hair in 6  (7.89%) patients, 
and split ends (Fig. 8) in 4 (5.26%) patients (Table 1).

Trichoscopic features of TTM

Out of 10 patients in the TTM group, the most com-
mon trichoscopic features were broken hair at varying 
lengths (Fig. 9) seen in 10 patients (100%), black dots 
in 9 (90%) patients, upright regrowing hair, split ends, 
and coiled hair (Fig. 10) were seen in 7 (70%) patients 
each, V sign (Fig. 11) and flame hair (Fig. 12) in 4 (40%) 
patients each, tulip hair in 3 (30%) patients, and taper-
ing hair in 1 (10%) patient (Table 2).

Comparing trichoscopic features in AA 
and TTM

Black dots were seen in 51 (67.1%) patients of AA and 
9  (90%) patients of TTM. Broken hair was seen in 
50 (65.7%) patients of AA and 10 (100%) patients of TTM. 
Tapering hair was seen in 27 (35.5%) patients of AA and 
1 (10%) patient of TTM. Tulip hair was seen in 8 (10.5%) 
patients of AA and 3 (30%) patients of TTM. Split ends 
were seen in 4  (5.26%) patients of AA and 7  (70%) 
patients of TTM. Upright regrowing hair was seen in 
6 (7.89%) patients of AA and 7 (70%) patients of TTM.

The difference between AA and TTM in the percent-
age of black dots, broken hair, tapering hair, tulip hair, 
split ends, and upright-growing hair was statistically 
significant (Table 3).

Discussion

AA is one of the most common forms of hair loss 
seen by dermatologists and accounts for 25% of all 
cases of alopecia2. In the general population, the prev-
alence was estimated at 0.1-0.2%, with a lifetime risk 
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of 1.7%3. It is characterized as a non-scarring form of 
hair loss involving the scalp and/or body without any 
clinical inflammatory signs. AA typically presents with 
well-defined, regular, circumscribed patches of hair 
loss with hair broken at equal length4.

TTM is another form of non-scarring alopecia resem-
bling AA. The disorder most commonly affects children 

between the age group of 9-13 years with female pre-
ponderance1. The scalp is the most common site, but 
it can also involve eyebrows, eyelashes, facial hair, 
axillary and pubic hair5. Clinically, patients present with 
irregular localized patches of hair loss with broken hairs 
of varying lengths, mainly in the frontoparietal area and 
the vertex6.

Figure 4. Showing Tapering hair. 

Figure 1. Black dots.

Figure 2. Broken hair.

Figure 3. Short vellus hair.
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Diagnosis and treatment of these groups of disorders 
can be challenging. Even with careful clinical evaluation 
and proper history taking, the diagnosis can be missed. 
The diagnosis cannot be based per se on hair evaluation 
methods because of the variations in sensitivity and 
invasiveness of procedures, such as scalp biopsy, which 
are not frequently accepted by the patients7. So besides 
basic evaluation, it is important to have easy-to-use and 

non-invasive office tools such as dermatoscope that aid 
in performing the diagnosis and help to interpret the 
overlapping features of these hair disorders.

The diagnosis of AA cannot be made based on a sin-
gle dermatoscopic feature but needs the combination of 
various dermatoscopic features. In our study, the com-
bination of black dots, tapering hair, and broken hair was 
specific and diagnostic for AA. A  similar trichoscopic 

Figure 5. Yellow dots.

Figure 6. Coudability hair.

Figure 7. Tulip hair.

Figure 8. Trichoptilosis.
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picture can also be seen in TTM with different charac-
teristics of broken hair and black dots. Furthermore, we 
reported that the V sign, coiled hair, and flame hair are 
exclusively seen in TTM.

Tapering hair (aka exclamation mark hair) is consid-
ered to be pathognomonic of AA and a marker of the 
disease activity8. In our study, tapering hair was more 
frequently observed in not only in AA patients but also 
in TTM with a statistically significant difference. 
Rakowska et al. also observed a higher number of 
patients with exclamation mark hair in AA (81%) as 

compared to TTM (16%)6. Rakowska et al. also demon-
strated the comparison of tapering hair seen in AA and 
TTM. The tapering hair in TTM has a flat distal end with 
a pigmented proximal end, whereas the tapering hair 
in AA has a frayed and uneven distal end with a 
hypopigmented proximal end6.

We observed a statistically significant difference in 
the occurrence of black dots in patients of AA and TTM, 
with a higher number of black dots in AA patients, in 
agreement with the findings of Chiramel et al.9, 
Rakowska et al. observed that black dots in AA are of 

Figure 9. Broken hair at varying lengths.

Figure 10. Coiled hair.

Table 2. Trichoscopic features of trichotillomania (n = 10)

Trichoscopic features No. %

Black dots 9 90.00

Tapering hair 1 10.00

Broken hair 10 100.00

Upright regrowing hair 7 70.00

Hair of varying lengths 10 100.00

Split ends 7 70.00

Coiled hair 7 70.00

Tulip hair 3 30.00

V sign 4 40.00

Flame hair 4 40.00

Table 1. Trichoscopic features of alopecia areata  
(n = 76)

Trichoscopic features No. %

Black dots 51 67.11

Yellow dots 23 30.26

Tapering hair 27 35.53

Broken hair 50 65.79

Short vellus hair 36 47.37

Pigtail hair 18 23.68

Coudability hair 16 21.05

Tulip hair 8 10.52

Upright regrowing hair 6 7.89

Split ends 4 5.26
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uniform size and shape whereas in TTM, they are of 
variable diameter and shape6.

Broken hair is formed due to the breakage of hair 
shafts at a different distance from the scalp surface. 
Ankad et al. in a study with 10 TTM patients observed 
broken hairs of varying lengths in 100% of patients10, 
similar to our findings and to the study of Chiramel 
et al.9. Broken hair occurs both in AA and TTM, but in 
TTM, broken hairs typically have varying lengths10.

In our study, we observed that patients with split ends, 
tulip hair, and upright regrowing hair were higher in TTM 
as compared to AA. This difference was statistically 
significant and similar to the findings of Rakowska et al.6.

Upright regrowing hair is short hair with a tapered 
distal end and thickened proximal end11. We observed 

upright regrowing hair in 70% of patients of TTM, com-
parable to the study of Ankad et al. where upright 
regrowing hair was observed in 80% of patients10.

Trichoptilosis refers to irregular hair with split ends. 
TTM is characterized by trichoptilosis affecting short 
hair12. Split ends were seen in 70% of TTM patients in 
our study, which was consistent with the findings of 
Chiramel et al.9.

Flame hair, coiled hair, and V-sign were only seen in 
TTM in our study and thus were considered to be the 
specific features of TTM. Similar observations have 
been reported by Ankad et al.10.

Flame hair refers to semi-transparent, wavy cone-
shaped hair residues formed due to repetitive mechan-
ical pulling of hair11. We reported flame hair in 40% of 

Table 3. Trichoscopic features of alopecia areata and trichotillomania

Trichoscopic features Alopecia areata (n = 76) Trichotillomania (n = 10) r p‑value

No. % age No. % age

Black dots 51 67.11 9 90 0.48 0.046*

Broken hair 50 65.9 10 100 0.37 0.044*

Tapering hair 27 35.53 1 10 0.43 0.034*

Tulip hair 8 10.52 3 30 0.42 0.035*

Split ends 4 5.26 7 70 1.00 0.000

Upright regrowing hair 6 7.89 7 70 1.00 0.000

*Significant at 0.05 level of significance.

Figure 11. V sign. Figure 12. Flame hair.
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TTM patients, findings comparable to Ankad et al. where 
flame hair was seen in 30% of patients10. Rakowska et 
al. and Govindarajaulu SM reported flame hair in a lower 
percentage, respectively, 25% and 20% of patients6,8.

Coiled hair is formed as a result of hair shaft fracture 
and curling of the proximal part which remains attached 
to the scalp13. We observed coiled hair in 70% of 
patients of TTM which was comparable to the study of 
Ankad et al.10.

V sign is formed when two or more hair emerges from 
a single follicular opening breaking at the same length 
above the scalp surface11. In our study, the V sign was 
seen in 40% of TTM patients, a percentage similar to 
Ankad et al. (30%)10. Nevertheless, other studies 
reported a higher incidence of V sign, namely 
Govindarajaulu et al. (100% of pati) and Chiramel et al. 
observed V sign in 80% of patients8,9.

Trichoscopy has proved to be a reliable tool in the 
diagnosis of TTM by demonstrating distinctive derma-
toscopic patterns and thus allows us to differentiate 
TTM from patchy AA14. Since TTM as a disease carries 
its social implications, early diagnosis and treatment are 
necessary. Dermatoscopy thus plays a vital role in the 
diagnosis of the disease and precludes the need for a 
scalp biopsy.

Conclusion

The early diagnosis using a dermatoscope helps in 
the timely management of non-scarring hair disorder 
and prevents the progression to cicatricial hair loss. 
Thus, the use of dermatoscopy in the clinical evaluation 
of these non-cicatricial alopecias enhances the diag-
nostic potential beyond the simple clinical examination. 
The combination of black dots, tapering hair, and bro-
ken hair is specific and diagnostic for AA. Broken hair 
at varying lengths, the V sign, coiled hair, and flame 
hair favors the diagnosis of TTM.
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ORIGINAL ARTICLE

Abstract

Background: Home hospitalization (HH) is an alternative to conventional hospitalization, but literature data about bacterial 
skin infections treated in this setting is sparse. Objectives: The objective is to characterize the demographic and clinical 
features of the population admitted with acute bacterial dermo-hypodermitis (ABDH) in a HH unit; to evaluate if this model can 
be a safe alternative to hospital care; and to assess patients’ global satisfaction regarding their HH experience. Methods: Retros-
pective analysis of clinical data related to episodes of ABDH admitted to the HH unit of our institution in 7 years (2015-2022). 
A phone questionnaire was then applied for the evaluation of patients’ global satisfaction about HH. Results: We included 
88 patients with a mean age of 66.6 years. Seventy-one (81%) were admitted directly from the emergency department and 
16 (18%) from hospital wards. Forty-five (51%) had at least three associated comorbidities. Local complications occurred in 
21 patients (24%) and systemic complications in 7  (8%). Eight patients (9%) were transferred back to hospital care during 
their HH and only 1 patient (1%) was readmitted after 3 months of discharge. The mean duration of HH was 13.8 days, and 
the mean duration of antibiotic treatment was 14.6 days. Regarding patients’ satisfaction, 41 participants (84%) rated home 
care with the maximum grade of satisfaction. For the participants with previous hospital stays (n = 39), 27  (69%) preferred 
HH to in-hospital care. Conclusion: This study suggests that, even though the population with ABDH admitted to HH is aged 
and has a high prevalence of comorbidities, HH is a safe and effective alternative to hospital care in the case of stable disease. 
It seems also to be associated with high rates of patient’ satisfaction.

Keywords: Acute bacterial dermo-hypodermitis. Home hospitalization. Safety. Complications. Patient satisfaction.

Resumo

Introdução: A hospitalização domiciliária permite a prestação de cuidados de nível hospitalar no domicílio dos doentes, mas 
a literatura sobre o tratamento de infeções cutâneas bacterianas neste regime é escassa. Objetivos: Descrever as carate-
rísticas demográficas e clínicas da população internada com dermo-hipodermite bacteriana aguda em hospitalização domi-
ciliária, avaliar se este modelo constitui uma alternativa segura ao internamento convencional e aferir o grau de satisfação 
dos doentes relativamente ao seu internamento domiciliário. Métodos: Análise retrospetiva de dados clínicos relativos a 
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Introduction

Population aging and the high prevalence of chronic 
diseases are increasing the occupancy of hospital 
beds, and alternatives to conventional hospitalization 
are needed.

Home hospitalization (HH) is an innovative health 
model that provides hospital-level care to hemodynam-
ically stable patients with acute medical conditions 
inside their own residence1,2. However, certain geo-
graphic and social criteria need to be met so that home 
care can be provided safely: the patient must reside in 
the area of influence of the hospital, and if he is not 
able to perform the activities of daily living autono-
mously, there must be a permanent caregiver at home3.

Advantages of this health model compared to con-
ventional hospitalization include a reduction of nosoco-
mial complications, higher patient satisfaction (likely 
related to patients’ remaining in the comfort of their 
homes), lower economic costs, and ambulatory medi-
cation reconciliation1,2,4.

Literature data about bacterial skin infections, namely 
acute bacterial dermo-hypodermitis (ABDH), treated at 
HH are sparse. This article aimed to describe the 
demographic and clinical features of these patients, to 
evaluate if this model can be a safe alternative to hos-
pital care, and to assess patients’ global satisfaction 
regarding their HH experience.

Methods

The first part of this work is a descriptive retrospec-
tive study based on the revision of clinical records in 
which patients admitted to our HH unit with the main 
diagnosis of ABDH were included in the period from 

November 16th, 2015, to November 16th, 2022. 
Exclusion criteria were patients with surgical site infec-
tions, hardware/line infections, and bite wounds as 
entry points. Several variables were studied: age, gen-
der, origin of referral to HH, infection site, number of 
previous ABDH, the existence of an entry point, risk 
factors (lymphedema, obesity, and chronic venous 
insufficiency), comorbidities (arterial hypertension, 
dyslipidemia, diabetes mellitus, cardiac failure or struc-
tural cardiopathy, vascular peripheral disease, cerebro-
vascular disease, atrial fibrillation, active or treated 
neoplasia, chronic kidney disease, chronic obstructive 
pulmonary disease, anemia, gastrointestinal pathol-
ogy, benign prostatic hyperplasia, thyroid pathology, 
and osteoarticular disease), oral antibiotic failure at 
admission, hospital care admission during HH, local 
infectious complications – blister, abscess, necrosis; 
systemic complications – bacteriemia, adverse drug 
reaction, decompensation of underlying disease, 
death; empiric antibiotic regime, duration; length of 
stay in HH and hospital care; readmission rate after 1 
and 3 months of discharge.

For the second part, the study protocol consisted 
of a brief, structured phone questionnaire directed to 
all patients studied in the first part, applied in April 
2023. All participants gave their oral consent before 
participating. The following questions and possible 
options were asked: (1) “What is your overall satisfac-
tion regarding your HH stay?” – very bad, bad, neither 
bad nor good, good, and very good; (2) “In the case 
of a previous hospitalization stay, how do you com-
pare the HH experience with the hospital stay?” – 
much worse, worse, neither better nor worse, better, 
much better.

episódios de dermo-hipodermite bacteriana aguda admitidos numa unidade hospitalização domiciliária durante sete anos 
(2015-2022), e aplicação de um questionário por via telefónica para avaliar o grau de satisfação dos doentes. Resultados: Foram 
incluídos 88 doentes com uma idade média de 66.6 anos. Setenta e um (81%) foram admitidos diretamente do serviço de 
urgência e 6 (18%) da enfermaria hospitalar. Quarenta e cinco (51%) tinham pelo menos 3 comorbilidades associadas. Com-
plicações locais ocorreram em 21 (24%) doentes e complicações sistémicas em 7 (8%). Oito doentes (9%) necessitaram de 
ser transferidos para meio hospitalar, e apenas 1 (1%) foi readmitido 3 meses após a alta. A duração média do internamento 
domiciliário foi de 13.8 dias, e a duração média da antibioterapia foi de 14.6 dias. Relativamente à satisfação dos doentes, 
41 (84%) avaliaram o internamento domiciliário com nota máxima. No que concerne aos doentes com internamento hospita-
lar prévio (n = 39), 27  (69%) preferiram o internamento domiciliário. Conclusão: Os resultados sugerem que apesar da 
população em estudo tenha uma média de idades elevada e uma elevada prevalência de comorbilidades, a hospitalização 
domiciliária é uma alternativa segura e eficaz para o tratamento de dermo-hipodermites bacterianas agudas estáveis. A  tal 
acresce estar associada a elevados índices de satisfação dos doentes.

Palavras-chave: Dermo-hipodermite bacteriana aguda. Hospitalização domiciliária. Segurança. Complicações. Satisfação do 
doente.
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Results

Part I – Characterization of the sample 
study with ABDH admitted to HH

During the study period, 92 patients met the inclu-
sion criteria, but only 88 were eligible (4  patients 

were excluded). Demographic, clinical features, and 
local and systemic complications of the study popu-
lation are described in table 1. About half of the pop-
ulation studied (51%) had at least three comorbidities. 
Arterial hypertension (65%), dyslipidemia (36%), and 
diabetes mellitus (25%) were the most common 
(Fig. 1).

Table 1. Demographic and clinical features of the study population and complications of ABDH admitted at the home 
hospitalization

Patients (n = 88)

Age – mean ± SD (min, max) 66.6 ± 16.8 (20‑91)

Distribution by age group – n (%)
20‑49
50‑74
≥ 75

15 (17)
36 (41)
37 (42)

Gender – n (%)
Female 38 (43)

Origin of referral – n (%)
Emergency department
Hospital ward
Hospital consultation

71 (81)
16 (18)

1 (1)

Entry point (e.g., ulcer, tinea pedis or local trauma) – n (%) 46 (52)

Infection location – n (%)
Lower limb
Upper limb
Face
Other

78 (89)
8 (9)
1 (1)
1 (1)

History of previous ABDH – n (%)
1 episode
≥ 2 episodes

25 (28)
14 (16)
11 (13)

Risk factors – n (%)
Obesity
Chronic venous insufficiency 
Lymphedema

23 (26)
21 (24)

4 (5)

Oral antibiotic failure at admission – n (%) 24 (27)

Antibiotic prophylaxis for ABDH at admission and after discharge – n (%) 1 (1) | 1 (1)

HH length of stay – mean ± SD (min, max), n days 13,8 ± 6,9 (4‑44)

Hospital‑care and HH – mean ± SD (min, max), n days 16,4 ± 11 (6‑93)

Duration of antibiotic treatment – mean ± SD (min, max), n days 14,6 ± 8,7 (4‑57)

Local complications – n (%)
Blisters
Abscess
Necrosis

21 (24)
13 (15)

6 (7)
2 (2)

Systemic complications – n (%)
Bacteriemia
Adverse drug reaction
Decompensation of underlying disease
Death

7 (8)
2 (2)
1 (1)
4 (5)
0 (0)

ABDH: acute bacterial dermo‑hypodermitis; HH: home hospitalization; SD: standard deviation.
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During HH, 8  (9%) patients had to be transferred 
back to hospital care – 6 patients for clinical decompen-
sation, 1 for surgical drainage, and 1 for social reasons 
(Table 2). Three patients returned to the HH soon after 
clinical stabilization.

Fifteen different empiric antibiotic regimens were used 
for the treatment of ABDH (Table 3): flucloxacillin (45%), 
intravenous, 4  times per day; ceftriaxone (18%), intrave-
nous or intramuscular, once daily; and piperacillin-tazo-
bactam (15%), intravenous, 3 times per day, were the most 
frequently chosen. Only one patient was treated with pen-
icillin G, intravenous, 6 times per day. The average number 
of days of antibiotic therapy for ABHD was 14.6 ± 8.7.

Part II – Patients’ global satisfaction 
regarding HH stay

From the 88 patients admitted to HH, we could only 
apply the phone questionnaire to 49:  10  patients had 
passed away, and 29 had unavailable phone numbers.

The median number of days between patients’ HH 
and the phone questionnaire was 1262 (the minimum 
interval was 150 days and the maximum was 2643).

The results to the first question, “What is your overall 
satisfaction regarding your HH stay?” are presented in 
figure 2. Most participants (n = 41; 84%) rated HH with 
the maximum grade of satisfaction, and none classified 
it as “very bad” or “bad”.

The second question focused on the comparison between 
patients’ satisfaction with HH and conventional hospital stay. 
Ten participants had never had a previous hospital stay. The 
results are presented in figure 3: 27 participants (69%) pre-
ferred HH to hospital stay, and the rest (n = 12; 31%) had 
no preference between the two models.

Discussion

Compared to studies of inpatients with ABDH, the 
mean age of our population was higher than reported 
by Wojas-Pelc et al. and Roda et al. (63 and 61.2 years, 
respectively) and slightly inferior to that described by 
Batista et al. (68.6 years)5-7. As in previous studies, the 
prevalence was higher in males, and the lower limb was 
the most frequent site of infection8,9. The percentage of 
patients with previous ABDH was similar to that reported 
by Batista et al. (30.4%)7.

Dupuy et al. found that local risk factors (e.g., toe web 
intertrigo) are the most important in the epidemiology 
of lower limb ABDH, and in our work, more than half of 
the patients had an identified portal of entry (Table 1)10. 
This data shows the importance of identifying and treat-
ing these factors in the prevention of ABDH.

The percentage of local complications was lower than 
described by Wojas-Pelc et al. in a retrospective analysis of 
319 hospitalized patients with ABDH (25%) and higher than 
reported by Roda et al. (18%)5,6. Systemic complications 

Figure 1. Comorbidities of the study population (n = 88). 
Arterial hypertension, dyslipidemia and diabetes mellitus 
are the most frequent.  
*Percentage relative to male population.

Table 2. Patients transferred back to hospital care during home hospitalization: 8 patients (9%). Number of home 
hospitalization patients: 88

Clinical reasons 
(7 patients)

ABDH complications (2) – Abscess drainage in the operating room
–  Osteomyelitis complicated with bacteriemia 

Controlled infection after below‑knee amputation

Exclusion of local complications due to refractory pain (2)

Adverse drug reaction (1) – Morbiliform drug eruption

Underlying disease decompensation (2) – Syncope
– Atrial fibrillation with rapid ventricular response

Social motives 
(1 patient)

Caregiver unavailability (1)

ABDH: acute bacterial dermo‑hypodermitis.
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Figure 2. Phone questionnaire. Patients’ global 
satisfaction regarding home hospitalization (n = 49). 
Results are shown in frequency (y‑axis) and percentage.

Figure 3. Phone questionnaire. Patients’ comparison 
between home hospitalization experience versus 
previous conventional hospitalization (n = 39). Results are 
shown in absolute frequency (y‑axis) and percentage.

Table 3. Empiric antibiotic regimen for acute bacterial 
dermo‑hypodermitis

Patients (n = 88)

1st line empiric antibiotic regimen – n (%)
Flucloxacillin
Ceftriaxone
Piperacillin‑tazobactam
Clindamycin
Ceftriaxone + Clindamycin
Meropenem
Flucloxacillin + Penicillin
Imipenem + Cilastatin
Flucloxacillin + Amoxicillin‑Clavulanate
Vancomycin + Flucloxacillin
Clindamycin + Penicillin
Clindamycin + Flucloxacillin
Amoxicillin‑Clavulanate
Cefuroxime
Penicillin G

40 (45)
16 (18)
13 (15)

4 (5)
3 (3)
2 (2)
2 (2)
1 (1)
1 (1)
1 (1)
1 (1)
1 (1)
1 (1)
1 (1)
1 (1)

1st line empiric antibiotic failure – n (%) 6 (7)

Penicillin allergy – n (%) 3 (3)

such as bacteremia, adverse drug reaction and decompen-
sation of underlying disease were identified in 8% of 
patients, a significant lower percentage than reported by a 
study with 102  patients hospitalized with ABDH (16%)7. 
These data can be explained by the higher clinical stability 
of ABDH patients admitted in home care. Only seven 
patients (8%) needed transfer to hospital care for clinical 
reasons, a lower percentage compared to a similar study 
with 101 patients with cellulitis treated with intravenous anti-
biotics at home, wherein 11 patients (12%) required hospital 
admission due to complications11. The low readmission rate 
3  months after discharge (1%) is noteworthy. This data 
indicates that the HH team, in most cases, can address 
ABDH and its comorbidities effectively and safely.

The mean duration of antibiotic therapy, which already 
includes days of treatment after clinical discharge, was 
very similar to that reported by Batista et al. (14.5 days) 
and higher than other studies of inpatients with ABDH7,10. 
The prolongation of antibiotic therapy may have to do 
with the persistence of inflammatory signs in a later 
phase of ABDH, which is probably related to the local 
reaction of degradation products of the microorganism 
and tissue damage and not with persistent infection7.

The mean length of stay (including home and hospital 
stays) was longer than that reported by Batista et al. 
(12.9 days) and Kozłowska et al. (11.6 days), both studies 
of ABDH treated in hospital, which could be explained by 
the overcrowding problem of conventional hospitalization 
and higher pressure to discharge7,12. Corwin et al., in a 
randomized controlled trial comparing intravenous 

antibiotic treatment for cellulitis at home versus in the 
hospital, did not find a significant difference in the number 
of days for discharge between the two groups of patients11.

Only 1 patient (1%), who had 6 previous episodes of 
ABDH, was on prophylactic antibiotic therapy, a lower 
percentage than reported by Roda et al. (4%)6. We did 
not have access to the timing of this patients’ previous 
ABDH episodes; however, it should be emphasized that 
in patients with recurrent episodes (3 or more per year) 
or with lymphedema, the initiation of prophylaxis with 
monthly intramuscular benzathine penicillin G should be 
considered7.

The data suggest that our population is aged and has 
a high prevalence of comorbidities. Still, the percentage 
of systemic complications is similar to that of patients 
admitted to hospital care. On the other hand, whenever 
there is a serious clinical decompensation or when 
social or geographic criteria are no longer met, patients 
are immediately transferred to the hospital, ensuring 
their safety.
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The participants showed an extraordinary rate of satisfac-
tion regarding their HH experience. Most of the participants 
with previous hospital admissions preferred home care over 
hospital care; these results are in line with the existing evi-
dence, where several studies (evolving medical conditions 
such as cellulitis, chronic heart failure and chronic obstruc-
tive pulmonary disease) reported increased patient satisfac-
tion in the group treated at home1,13,14. These findings 
support further dissemination of the home care model.

The study has the limitations of a retrospective analy-
sis, a reduced sample, and the absence of well-defined 
clinical criteria for the treatment of ABDH at HH. Regarding 
the limitations of the phone survey on patient satisfaction, 
we report the small size of the participants as well as the 
subjectivity of the questions. When comparing home and 
in-hospital care, satisfaction results may be influenced by 
the potential severity and instability of the medical condi-
tion that required conventional hospitalization.

Conclusion

This study suggests that, even though the population 
with ABDH admitted to HH is aged and has a high prev-
alence of comorbidities, HH is a safe and effective 
alternative for stable ABDH. It’s not only a solution to 
the overcrowding problem of hospitals nowadays but 
also to reduce nosocomial complications and improve 
patient and family empowerment.

This work also corroborates the association between 
HH and high levels of patient’ satisfaction.

Further studies are needed to identify clinical criteria 
to select the patients that will benefit the most from this 
alternative model of care.
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ORIGINAL ARTICLE

Abstract

Background: Vitiligo is regarded as a psychosocial disorder for which assessment of disease severity is imperative to aid the 
management of disease. The association between demographic parameters, vitiligo severity, and quality of life (QoL) scores 
aids in gauging the impact of disease severity on QoL. Objectives: The aim of the study was to measure the QoL of vitiligo 
patients using vitiligo QoL (VitiQoL) index questionnaire and to assess its correlation with clinicodemographic patterns and 
vitiligo area severity index vitiligo area scoring index (VASI). Methods: One hundred and eight patients of vitiligo were inclu-
ded in this cross-sectional study. The disease severity was calculated using VASI score and patients were asked to fill the 
VitiQoL questionnaire (after translation to local language) for assessing the QOL. Demography, area severity, and QOL were 
statistically analyzed for demonstrating the correlation. Results: Statistically significant strong correlation was demonstrated 
between VitiQoL and VASI scores (p = 0.001; r = 0.856). In addition, female gender, young adults, lesions on exposed sites, 
and divorced status demonstrated significantly higher impact on the QOL than others (p < 0.05). Conclusion: QOL is signi-
ficantly dependent on the disease severity and certain demographic patterns which reiterates the importance of measuring 
burden of vitiligo as a part of its multifaceted management.

Keywords: Vitiligo. VitiQoL. VASI. Quality of life.

Resumo

Introdução: O vitiligo é considerado um distúrbio psicossocial para o qual a avaliação da gravidade da doença é imperativa 
para auxiliar no manejo da doença. A associação entre parâmetros demográficos, gravidade do vitiligo e escores de qualidade 
de vida (QV) auxilia na mensuração do impacto da gravidade da doença na QV. Objetivos: Medir a QV de pacientes com 
vitiligo por meio do questionário vitiligo quality of life (VitiQoL) index e avaliar sua correlação com padrões clínico-demográ-
ficos e índice de gravidade da área de vitiligo (VASI). Métodos: 108 pacientes com vitiligo foram incluídos neste estudo 
transversal. A  gravidade da doença foi calculada usando o escore VASI e os pacientes foram solicitados a preencher o 
questionário VitiQoL (após tradução para o idioma local) para avaliar a QV. Demografia, gravidade da área e QV foram ana-
lisadas estatisticamente para demonstrar a correlação. Resultados: Foi demonstrada forte correlação estatisticamente sig-
nificativa entre os escores VitiQoL e VASI (p = 0.001; r = 0.856). Além disso, sexo feminino, adultos jovens, lesões em locais 
expostos e estado divorciado demonstraram impacto significativamente maior na QV do que outros (valor de p < 0.05). 
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Introduction

Vitiligo is a common disorder of pigmentation that 
can occur at any age and affects both genders nearly 
equally1. It is a multifactorial disorder having a complex 
pathogenesis for which multiple theories have been put 
forward, out of which the autoimmune theory is the 
most widely accepted2. Vitiligo can be classified as 
generalized, localized, segmental, or non-segmental. 
Rare clinical variants include trichrome, quadrichrome, 
pentachrome, red, and blue vitiligo3. The disease is 
usually slow and progressive having relapsing and 
remitting course along with exacerbations that might 
correlate with triggering events such as trauma 
(Koebner’s phenomenon). Treatment of vitiligo remains 
challenging for a dermatologist despite the availability 
of various therapeutic modalities which makes it a 
cause of great psychosocial stress to the patients4,5.

It is important to assess the severity of disease as it 
affects the psychological well-being of patients. The 
vitiligo area scoring index (VASI) is a quantitative score 
that uses hand units to quantify the proportion of vitiligo 
involvement6. Previously, there was no specialized 
quality of life (QOL) evaluation instrument for vitiligo; 
hence, it was assessed using non-disease specific 
scores7-10. Lately, evidence correlating vitiligo to various 
psychological issues proves it to be more of a psycho-
social disorder affecting QOL, than merely a cosmetic 
concern8,9,11,12. Hence, a vitiligo-specific tool, vitiligo 
quality of life (VitiQoL), was developed13. It is an objec-
tive, vitiligo-specific assessment of disease state, bur-
den, and treatment result for patients that is supported 
by disease-specific items derived from thorough open-
ended patient interviews, clinician input, and a literature 
review14.

In this study, we have attempted to use the vitili-
go-specific questionnaire (VitiQoL) to sight impact 
of  the disease on QOL among patients with diverse 
demographics.

Methods

The study was initiated after obtaining ethical clear-
ance from the ethics committee of the institute. A total 
of 108 patients of vitiligo attending the department of 
dermatology in a tertiary care hospital were included in 

this cross-sectional, questionnaire-based study after 
obtaining informed consent. The study was conducted 
over a period of 2 years. The study population included 
clinically diagnosed cases of vitiligo above the age of 
18 years. Dermoscopy was used to confirm the clinical 
diagnosis of the patients. Patients with other disorders 
and disabilities associated with social stigma were 
excluded from the study. A detailed history including the 
name, age, gender, marital status, occupation, duration, 
onset, progression, treatment history, and other relavant 
data was recorded. Thorough assessment covered skin 
type, region of involvement, and vitiligo type (acrofacial, 
segmental, focal, or universal). The severity of illness 
was determined by VASI scoring, and its relationship 
with VitiQoL scores was evaluated.

Study measurement tools

VASI score is a quantitative score used for the eval-
uation of the severity of vitiligo. The degree of residual 
depigmentation is expressed as: the depigmented area 
surpasses the pigmented area at 100% depigmenta-
tion; at 50% depigmentation, the depigmented and pig-
mented regions are equal; at 25% depigmentation, the 
pigmented area exceeds the depigmented area; and at 
10% depigmentation, just specks of depigmentation are 
present6. VASI of each body site (hands, upper extrem-
ities, trunk, lower extremities, and feet) is calculated 
and then, cumulative body VASI is calculated using the 
following formula (range of 0-100):

VASI = Σ (all body sites) (hand units) × (residual 
depigmentation).

VitiQoL, proposed in 2013 by Lilly et al., is a dis-
ease-specific score used to measure concerns specific 
to the disease over a period of last month. It is based 
on three factors, namely, stigma, participation limita-
tion, and behavior14. The score comprises 15 questions 
with a Likert scale of seven points (0-6) in which the 
total scores range from 0 to 90. Higher scores indicate 
a poorer QOL.

The English version of the VitiQoL questionnaire 
was translated into Punjabi language by a bilingual 
dermatologist. Backward translation of this question-
naire was done by another bilingual dermatologist 
and reviewed by the previous translator to ensure that 

Conclusão: A QV depende significativamente da gravidade da doença e de certos padrões demográficos, o que reitera a 
importância de medir a carga do vitiligo como parte do seu tratamento multifacetado.

Palavras-chave: Vitiligo. VitiQoL. VASI. Qualidade de vida.
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the questions conveyed the same meaning. The con-
tent validity of both the forward and backward trans-
lations was discussed by two evaluators who were 
experts in vitiligo and were also bilingual (fluent in 
English and also native Punjabi speakers). No ques-
tions were added or removed from the original version 
and score ratings also remained the same in the 
Punjabi version. Patients were then asked to fill the 
translated questionnaire for the assessment of the 
QOL. The Punjabi  version of VitiQoL has been 
attached as a supplementary file.

Statistical analysis

Data were analyzed using Statistical Package for the 
Social Sciences (SPSS Inc., Chicago, IL, USA for 
Windows) version  26 software. Numbers and percent-
ages were used to describe qualitative data. Descriptive 
statistics, mean, and standard deviation were calculated 
for the quantitative data. Pearson correlation coefficient 
was used for the assessment of the correlation between 
QOL score, that is, VitiQoL, and vitiligo severity score, 
that is, VASI. Independent t-test and analysis of vari-
ance (ANOVA) test was used for comparison of the 
demographic profile. Probability value p  < 0.05 was 
considered as significant.

Results

The study enrolled 108  patients (53  females and 
55 males), with a mean age of 39.89 ± 14.37 years. The 
disease was most commonly observed in the age group 
of 40-49 years (36.72%) with mean duration of 2.2 years 
from the beginning of lesions. Maximum number of 
patients belonged to Fitzpatrick skin type  4  (69.12%) 
followed by 3 (37.8%), and positive family history among 
first-degree relatives was seen in 29 patients (31.32%). 
According to the marital status of the patients, 48 were 
married whereas 53 were single and seven were 
divorced. The most prevalent occupational group 
observed was that of laborers (33.48%) followed by 
students (32.4%), household workers (24.84%), semi-
skilled workers (15.12%), skilled workers (6.48%), and 
unemployed (4.32%). While 55.08% of patients had both 
exposed and non-exposed sites involved, 42.12% had 
lesions on non-exposed sites, and 19.44% on exposed 
sites only. The involvement of different sites in the study 
population is depicted in figure 1.

With regards to disease severity, mean VASI score 
in this study was 13.26 ± 9.12 and higher values were 
seen in patients with disease duration of < 3  years 

(15.06 ± 10.86), those who had positive family history 
among first-degree relatives (14.21 ± 11.48) and were 
unemployed (17.35 ± 2.26). Similarly, higher VASI 
scores were demonstrated among patients with skin 
type  V (18.67 ± 12.92), had lesions on the exposed 
sites (14.17 ± 11.8), and had patches involving the 
lower limbs (17.43 ± 8.19). Mean VASI scores observed 
were almost alike in both genders (males: 13.49 ± 10.15; 
females: 13.02 ± 8.10). Similarly, nearly equal values 
of mean VASI were observed in patients of differ-
ent  marital status (divorced: 13.79 ± 3.90; single: 
13.09 ± 9.47; married: 13.37 ± 9.48). Of all the above 
values obtained, none of these was statistically signif-
icant (Table 1).

Overall, the mean VitiQoL score of our study popu-
lation was 25.71 ± 14.60, with statistically significant 
lower mean VitiQoL scores observed in males 
(24.53 ± 10.822) as compared to females (29.89 ± 12.57; 
p  =  0.019). Similarly, higher statistically significant 
VitiQoL scores were observed in the age group of 
18-29 years (31.64 ± 18.76; p = 0.022), who had lesions 
on the exposed sites (28.94 ± 12.25; p = 0.039) and 
among divorced patients (31.43 ± 11.60; p = 0.019). 
Higher scores were observed in patients with skin 
type  V (33.67 ± 17.45), had lesions on the face 
(31.36 ± 21.82), and mucosal lesions (29.00 ± 16.62). 
The scores were highest in those who were unem-
ployed (32.50 ± 25.56) and laborers (28.43 ± 16.10) as 
compared to other occupational groups, though not 
statistically significant (Table 2).

The highest mean VitiQoL score was seen in ques-
tions 1 and 9 of the questionnaire while the lowest mean 
scores were observed in questions 11 and 12. Similarly, 
the comparison of mean VitiQol scores among individual 

Figure 1. Involvement of various sites in the study 
population‑scalp (6.48%), face (12.92%), chest (17.59%), 
abdomen (9.25%), back (13.88%), upper limb (14.81%), 
lower limb (12.96%), genital (5.55%), and mucosal (6.48%).
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domains of the questionnaire demonstrated higher val-
ues among “limited social participation” and “stigma” 
domain in the female gender and in the patients aged 
18-29 years, while higher values among the questions 

pertaining to the “behaviour” domain were observed in 
patients with skin type V and in those who had lesions 
on the exposed sites (Table 3).

Figure 2 demonstrates the correlation of VASI score 
(13.26 ± 9.12) with VitiQoL score (25.71 ± 14.60) in 
which a very strong correlation was found between the 
two scores (r = 0.856 and p < 0.001).

Discussion

As a consequence of the high prevalence of vitiligo 
among various global races and the social stigma 
attached with it even among people of high economic 
status, there is an overwhelming impact on QoL and 
psychosocial component in the patients suffering 
from the disease. Despite the fact that India has the 
highest prevalence of the disease, there is a paucity 
of studies on the association of QoL indicators in 
vitiligo with disease activity and area scores in Indian 
patients15. In this particular study, though there was 
no significant difference among the mean VASI scores 
between males and females, the mean VitiQoL scores 
were significantly higher among females as compared 
to males, statistically (p < 0.05). This is similar to an 
earlier study done by Hedayat et al.13 thereby impli-
cating that the disease has more influence on the 
QoL in females. However, it is in contrast to previous 
studies which demonstrated that the psychologi-
cal impact of the disease remains the same irrespec-
tive  of the gender16-18. This contradiction can be 
attributed to the cultural variations among individuals 
belonging  to different regions in which the studies 
were carried out.

Similarly, other demographic variables that demon-
strated such statistically significant higher VitiQoL 
scores, and thus, poor QOL due to vitiligo, were indi-
viduals in the age group of 18-29  years, divorced 
patients, and those who had patches on the exposed 
body parts. All these before mentioned results were 
consistent with studies done prior on QOL in vitiligo 
using other scores7,8,14,19.

The appearance of patches has been reported 
as  grounds for divorce in many individuals as in 
our  study20,21. Contrarily, in a study, conducted by in 
Saudi22, the QOL of married people was affected as 
much as that of single individuals. This difference could 
be explained by the firm and false belief about the 
contagious nature of the disease in developing coun-
tries like India due to lack of education. This fact is 
further supported by the higher values of VitiQoL score 
obtained in unemployed patients and laborers as 

Table 1. The correlation of VASI score with various 
demographic variables

VASI n VASI mean Standard 
deviation of VASI

Gender
F
M

53
55

13.02264
13.49498

8.103042
10.151652

Age
18‑29
30‑39
40‑49
50

29
23
34
22

13.35793
12.92496
11.76794
15.80273

10.954816
7.639786
6.488887

11.403364

Duration of disease
< 3
3‑6
7‑12
13‑15
> 15

46
25
18
7

12

15.06609
12.64800
8.33278

13.36571
14.96950

10.869080
4.703092
5.457519
9.308494

11.601466

Family history
Positive
Negative

29
79

14.21034
12.91549

11.487202
8.208034

Marital status
Divorce
Single
Married

7
53
48

13.79429
13.09566
13.37071

3.900576
9.470319
9.482691

Occupation
Student
Labour
Household worker
Semiskilled
Skilled
Unemployed

30
31
23
14
6
4

10.58347
15.70290
13.90391
12.09071
11.61000
17.35250

6.152763
9.655232

11.209264
4.175003
8.444875

20.260318

Skin type
Type III
Type IV
Type V

35
64
9

13.12029
12.58006
18.67667

8.594867
8.766884

12.929084

Sites
Exposed
Covered
Exposed + covered

18
39
51

14.17056
13.58615
12.69596

11.800257
8.785275
8.543971

Individual sites
Scalp
Face
Chest
Abdomen
Back
UL
LL
Genital
Mucosal

7
14
19
10
15
16
14
6
7

9.12700
12.85714
13.30158
17.24286
14.81067
9.61900

17.43571
12.82167
12.94714

3.541248
5.145439
8.977349
4.121850
7.569624
4.296506
8.193508
7.023351
7.334989

VASI: vitiligo area severity index.
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compared to skilled individuals, though not statistically 
significant.

Overall, the mean VitiQoL scores were higher in ques-
tions 1 and 9, and lowest in questions 11 and 12 of the 
questionnaire, thereby indicating the fear of facing the 
society due to massive psychological impact on the 

Table 2. The correlation of vitiligo quality of life score with various demographic variables

VitiQoL n VitiQoL mean Standard deviation of VitiQoL p‑value

Gender
F
M

53
55

25.53
25.89

13.827
15.576

0.899

Age
18‑29
30‑39
40‑49
> 50

29
23
34
22

25.52
23.87
23.29
31.64

16.311
12.282
10.777
18.766

0.181

Duration of disease
< 3
3‑6
7‑12
13‑15
> 15

46
25
18
7

12

28.39
24.40
18.06
25.29
29.92

16.420
12.261
8.235

18.373
15.030

0.104

Family history
Positive
Negative

29
79

26.45
25.44

16.832
13.910

0.754

Marital status
Divorce
Single
Married

7
53
48

29.43
25.83
25.04

11.603
15.188
14.677

0.762

Occupation
Student
Labour
Household worker
Semiskilled
Skilled
Unemployed

30
31
23
14
6
4

22.90
28.32
27.17
24.50
19.00
32.50

12.775
16.109
17.536
7.003
6.197

25.567

0.485

Skin type
Type III
Type IV
Type V

35
64
9

26.31
24.27
33.67

16.403
13.061
17.450

0.191

Sites
Exposed
Covered
Exposed + covered

18
39
51

25.94
25.97
25.43

17.254
15.399
13.391

0.983

Individual sites
Scalp
Face
Chest
Abdomen
Back
UL
LL
Genital
Mucosal

7
14
19
10
15
16
14
6
7

27.14
31.36
28.00
20.10
28.00
18.25
28.14
17.67
29.00

20.416
21.823
14.380
9.386

13.867
5.859

13.917
3.615

16.623

0.192

VitiQoL: vitiligo quality of life.

diseased individuals. Among individual domains of 
VitiQoL questionnaire, the females and patients aged 
18-29 years were found to have more limited social par-
ticipation and stigma associated with the disease. On the 
other hand, the behavior domain was more affected in 
individuals who had skin type V and those having lesions 
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on the exposed sites only. It is worth mentioning that the 
present study’s greater participation limitation scores con-
tradict the majority of previous researches13,19,23. This dis-
parity in participation limitation might be due to increased 
aesthetic expectations from women and those in the 
young age, which make these individuals unable to carry 
out day-to-day and recreational endeavors as freely as 
other individuals due to the superstitions associated with 

the disease. This inability to interact with others leads to 
solitude, overthinking, concern, embarrassment, and 
humiliation which adds to the stigma associated with the 
disease. In a similar manner, this relatively poor QoL in 
skin Type V and in the individuals having lesions on the 
exposed sites can be explained by the societal pressure 
of age old beauty standards that forces these affected 
persons to resort to techniques of camouflage to hide 
their patches, which in turn, leads to emotional break-
down and behavioral alterations13,19,23-25.

Furthermore, in the present study, it was observed 
that VitiQoL score had a statistically significant strong 
correlation with VASI score (p < 0.001, r = 0.856), which 
strikingly implies that higher the disease severity, more 
the impact on QoL. Several studies done before the 
present study have demonstrated this association of 
QoL scores with area severity scores10,13,16,17 but none 
of this showed such a remarkably strong correlation 
between these two variables.

Limitations

The study was a based on the questionnaire and did 
not include any control group. Another limitation of the 
study is the lack of psychiatric evaluation, such as 
inclusion of anxiety and depression scores. Moreover, 
it was conducted in a hospital and hence, extrapolating 
this data to the community level may not be reflective 
of the real burden of the disease.

Table 3. The effect of various variables on individual domains of vitiligo quality of life questionnaire

Variables Limited social participation Stigma Behavior

Mean SD Mean SD Mean SD

Sex
Male
Female 

3.58
4.12

1.72
1.41

4.63
4.96

1.36
1.28

3.95
3.29

1.91
1.40

Age
18‑29
30‑39
40‑49
> 50

3.17
2.83
2.42
2.85

1.23
1.84
2.92
1.05

4.12
3.90
3.47
3.92

1.75
1.97
1.03
1.39

3.11
2.74
3.29
3.30

2.03
1.06
1.73
1.29

Skin colour
III
IV
V

3.68
3.03
3.62

2.95
2.04
1.94

2.83
2.85
2.79

1.95
2.53
1.73

3.15
3.92
4.13

2.01
2.28
1.53

Patches exposure
Exposed
Non‑exposed
Both

3.72
3.38
3.94

1.92
1.06
2.02

2.90
3.15
3.07

1.39
1.03
1.86

3.60
3.14
3.36

1.74
1.05
1.96

SD: standard deviation.

Figure 2. Scatter plot demonstrating the correlation 
between vitiligo area severity index score and vitiligo 
quality of life score; association of the parameters is 
shown by solid line (p = 0.001; r = 0.856).
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Conclusion

Despite several limitations, our study demonstrated 
association of the body surface area score (VASI) of vitiligo 
with disease-specific QoL score (VitiQoL). The study high-
lights the efficacy and superiority of vitiligo-specific QoL 
measures over previous scores which lacked disease-spe-
cific parameters, thereby emphasizing the importance of 
assessment and timely screening of patients of vitiligo for 
psychological impairment with the help of such question-
naires as it as essential part of disease management.
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Abstract

Background: Sporotrichosis is the most prevalent subcutaneous mycosis in Latin America, being considered endemic in the 
state of Pará, with high morbidity. Objective: The objective of the study is to analyze epidemiological data, characteristics, 
and clinical outcome of patients with sporotrichosis treated at a reference service in tropical dermatology in the Amazon region. 
Methods: Analysis of cases observed between 2020 and 2022, with a diagnosis confirmed by anatomopathological study and 
culture for sporotrichosis. Clinical data, evolution, and therapeutic approach were collected in the researchers’ own protocol. 
Results: There were 7 patients with a female predominance (71.4%), average age of 32 years. 57% of the cases presented 
the lymphocutaneous form, and only 1 patient expressed the extracutaneous form. All patients used oral itraconazole, requiring 
the association of oral potassium iodide and amphotericin B eye drops for ocular sporotrichosis. The average treatment dura-
tion was 7 months and all cases resolved completely. Conclusion: Data allowed the analysis of clinical diversities, the thera-
peutic approach, and the clinical outcome. The importance of early diagnosis is emphasized, especially in endemic areas, to 
institute the most appropriate treatment, reducing the number of cases.

Keywords: Sporotrichosis. Cutaneous sporotrichosis. Lymphocutaneous sportothrichosis. Sporotrichosis epidemiology. Feline 
sporotrichosis. Sporothrix brasiliensis.

Resumo

Introdução: Esporotricose é a micose subcutânea mais prevalente na América Latina, sendo considerada endêmica no Estado 
do Pará, com elevada morbidade. Objetivos: Analisar dados epidemiológicos, características e desfecho clínico de pacientes 
com esporotricose observados num serviço de referência em dermatologia tropical na região Amazônica. Métodos: Descre-
ve-se uma série de casos observados entre 2020 e 2022, com diagnóstico confirmado por estudo anatomopatológico e cultura 
para esporotricose. Os dados clínicos, evolução e abordagem terapêutica foram colhidos em protocolo próprio dos pesquisado-
res. Resultados: Foram analisados 7 pacientes, com predomínio do sexo feminino e média de 32 anos de idade. 57% dos 
casos apresentaram a forma linfocutâneas, apenas 1 paciente expressou a forma extracutânea. Todos pacientes utilizaram 
itraconazol, sendo necessário associação de iodeto de potássio via oral e anfotericina B colírio para a esporotricose ocular.  

Received: 10-08-2023

Accepted: 25-10-2023

DOI: 10.24875/PJDV.23000067

http://crossmark.crossref.org/dialog/?doi=10.24875/PJDV.23000067&domain=pdf
mailto:gabayamanda%40gmail.com?subject=
www.portuguesejournalofdermatology.com
http://dx.doi.org/10.24875/PJDV.23000067


253

J.P. Leal et al. Sporotrichosis in the Amazon

Introduction

Sporotrichosis is a chronic subcutaneous or lym-
phocutaneous granulomatous infection1, caused by 
thermodimorphic fungi of the genus Sporothrix2. The 
disease has a worldwide distribution, especially in trop-
ical and subtropical areas, as temperature and humidity 
favor the spread of the fungus3. Its predominance in 
populations with a lower socioeconomic profile makes 
this pathology a candidate for inclusion in the World 
Health Organization list of Neglected Tropical Diseases4 
as a public health problem of extreme importance.

Sporotrichosis is the most prevalent subcutaneous 
mycosis in Latin America, still considered endemic in 
countries such as Brazil, Colombia, Venezuela, and 
Argentina5. Several Brazilian states have a particularly 
high incidence and compulsory notification of the dis-
ease, such as São Paulo, Pernambuco, and mainly, Rio 
de Janeiro6, which was considered a hyperendemic 
region since 1998, and has been responsible for 32% 
of hospitalizations and 23% of deaths in recent 
decades7.

There are two main routes of transmission of the 
disease to humans, after traumatic inoculation of the 
spores or mycelial fragments of the fungus into the 
dermis4, either by direct contact with decomposing 
organic matter or infected soil, or by animal scratches, 
in which felines, especially cats are particularly import-
ant5. Since the 1990s, the latter route has shown a 
greater correlation with the increase in the number of 
severe cases in Brazil2.

It is extremely important, therefore, to consider the 
epidemiological data, clinical characteristics, and out-
come of patients with sporotrichosis, with the aim of 
reducing the number of cases, creating effective mea-
sures to promote health and prevent the disease, in 
addition to more appropriate and early therapy.

Methodology

This is a descriptive, observational, and single-center 
case series study, carried out at the dermatology ser-
vice of the Center for Biological and Health Sciences 

at the University of the state of Pará, in Belém, Pará, 
one of the reference centers in secondary care for 
general and tropical dermatological diseases in the 
region. The research was carried out after approval by 
the University’s Research Ethics Committee, opinion nº 
5.647.696, and authorization from the coordination of 
the University’s Dermatology Service.

This is a convenience sample and consists of patients 
with sporotrichosis treated in the years 2020-2022, with 
a positive epidemiological history (contact with a cat) 
and confirmed by anatomopathological examination 
and culture for fungi.

A standardized protocol authored by the researchers 
was used to collect data from the medical records. The 
variables collected were epidemiological data, clinical 
aspects of the lesions, type of treatment, and clinical 
outcome.

Results

Seven patients diagnosed with sporotrichosis were 
analyzed, five females and two males, with ages rang-
ing from 10 to 53 years (mean 32 years) (Table 1). Four 
had no previous comorbidities, one had systemic arte-
rial hypertension and type 2 diabetes mellitus (Case 1), 
one had severe mental retardation (Case 6), and 
one suffered from antiphospholipid syndrome 
(Case 7  - Fig. 1). Only one patient had contamination 
by fomites, while the others had direct inoculation 
through contaminated cat scratches, and only one 
feline died within a period of 3 months.

All patients presented ulcerated erythematous nod-
ules at the beginning of the condition, four with a 
linear arrangement of nodules in the lymphatic path 
(Cases 1, 2, 5, and 7 - Fig. 2), and three had palpable 
painful lymphadenopathy with a fibroelastic consis-
tency (Cases 1, 3 and 7). All patients were treated with 
itraconazole 100  mg, 2 pills a day for 4-12  months 
(average 7 months), depending on treatment response 
and complications during treatment.

Case 5 presented secondary bacterial infection in 
two different moments and needed additional antibiotic 

O tempo médio de tratamento foi de 7 meses. Todos os pacientes evoluíram para a cura. Conclusão: Os dados permitiram 
a análise das diversidades clínicas, da abordagem terapêutica e do desfecho clínico. Ressalta-se a importância do diagnós-
tico precoce, especialmente, em áreas endêmicas, para instituir o tratamento mais adequado, reduzindo o número de casos 
quer exclusivamente cutâneos, quer a disseminação sistémica.

Palavras-chave: Esporotricose. Esporotricose subcutânea. Esporotricose linfocutânea. Epidemiologia da esporotricose. Espo-
rotricose felina. Sporothrix brasiliensis.
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therapy. After this last episode, there was a progressive 
worsening of the sporotrichosis, requiring the associa-
tion of itraconazole with potassium iodide 6 mg/day for 
3 months.

Case 7, after 1  month of itraconazole 200  mg/day, 
complained of conjunctival hyperemia and blurred 
vision in the left eye, being diagnosed with ocular spo-
rotrichosis. Amphotericin B 0.15% eye drops every 3 h 
for 4 months.

All 7  patients in the study progressed to cure, with 
complete resolution of the lesions, and all patients 

were still cleared after 1  year of follow-up after drug 
withdrawal.

Discussion

Sporotrichosis is the most common subcutaneous 
mycosis in the world, caused by dimorphic and geo-
philic fungi, of the species Sporothrix spp.1, being con-
sidered endemic in tropical, subtropical, and temperate 
zones with hot and humid climate3, such as the one in 
which the study was carried out, which favors the 

Table 1. Epidemiological and clinical data of the 7 patients diagnosed with sporotrichosis in the period from 2020 to 
2022 at the Dermatology Clinic

No Sex Age Occupation Comorbidities Cutaneous lesions Localization Treatment

1 M 33 Teacher AH, DM2 Ulcerated erythematous 
nodule  
(1 cm × 0.8 cm), linear 
infiltrated erythematous 
plaque  
(8 cm × 1.5 cm)

Left wrist
Right leg

Itraconazole  
200 mg/day 6 
months

2 F 53 Home worker ‑ Two erythematous 
nodules, one exulcerated 
with purulent discharge

Forearm and left first 
finger

Itraconazole  
200 mg/day for  
7 months

3 F 26 Occupational 
therapist

‑ Erythematous nodule 
with an ulcerated center

3rd right finger Itraconazole  
200 mg/day for  
4 months

4 F 42 Day laborer ‑ Erythematous nodule 
with an ulcerated center

3rd right finger Itraconazole  
200 mg/day for  
7 months

5 F 22 Veterinary ‑ Discretely infiltrated 
erythematous edge 
ulceration with purulent 
background

Metacarpophalangeal 
area of the 1st left 
finger accompanied by 
erythematous nodules

Itraconazole  
200 mg/day for  
2 months
Itraconazole  
400 mg/day for  
2 months
Potassium iodide  
3 mL/day for 
3 months

6 M 10 Student Severe mental 
retardation

Erythematous plaque 
with an ulcerated center 
covered by a 
serohematic crust with 
clear limits and regular 
contours measuring 1.0 
cm × 1.5 cm

In the 1st right finger Itraconazole  
200 mg/day for  
9 months

7 F 38 Administrator Anti‑phospholipid 
syndrome

Under treatment with 
AAS 100 mg/day

Erythematous papules 
and nodules, some 
ulcerated, with regular 
contours and well‑
defined limits, ranging 
from 0.2 cm × 0.2 cm to 
0.7 cm × 0.7 cm

In the upper limbs Itraconazole  
200 mg/day for  
12 months
Amphotericin  
B 0.15% eye 
drops every 3/3 h 
for  
4 months

DM2: diabetes mellitus type 2; AS: antiphospholipid syndrome; M: male; F: female.
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growth of saprophytic fungi8. Sporotrichosis, although 
not a pathology with high morbidity, except in the dis-
seminated forms, is responsible for great disability, 
directly affecting the quality of life of affected individu-
als9, and is sometimes considered an occupational 
disease for groups of potential contamination10.

The pathogen is usually found in the soil and plants, 
with the agent being inoculated into the skin or mucous 
membrane due to trauma, which is why it has been 
known as “gardener’s mycosis” for a long time6. On the 
other hand, in Brazil, sporotrichosis is mainly due to 
zoonotic transmission, through the bite or scratches of 
felines contaminated with the fungus11, usually 

Sporothrix brasiliensis. It is important to emphasize 
that most patients in the present study were contami-
nated in this way, corroborating with the current litera-
ture. No age group or sex is spared from this infection, 
given that its occurrence depends on the fungus in the 
environment and the inoculation point, however, a 
higher frequency of occurrence in males is noted, being 
attributed to their greater risk of exposure to the patho-
gen8. This male predominance was not observed in this 
current study (only two male patients) probably 
explained by the frequent transmission by cats.

As for the pathogenesis, the cell wall of the pathogen 
induces an innate immune response, especially from 
S. brasiliensis, and the host reacts through a humoral 
and cell-mediated reaction, with CD4+ T cells with a 
mixed Th1 and Th17 immune response, capable of 
stimulating the secretion of cytokines such as interfer-
on-gamma, tumor necrosis factor-alpha, and interleu-
kin-17a, which, in turn, activate macrophages and 
neutrophils for fungal elimination12,13. The variability of 
response depends both on the factors related to the 
parasite itself and the immunoinflammatory capacities 
of the host and may explain the great clinical variability 
of the disease, dividing it into two large groups: cuta-
neous and extracutaneous, the first of which is subdi-
vided into lymphocutaneous and fixed cutaneous14. 
The type of immune response is of paramount impor-
tance, as in this study, the extracutaneous form 
occurred in a patient with active autoimmune disease 
under treatment with acetylsalicylic acid 100  mg/day, 
which may have interfered with the immune response.

Incubation period remains uncertain, ranging from 
days to months, with an average of 3  weeks15. 

Figure 2. Cutaneous lesion in case 5. Erythematous 
nodules and plaques in a linear distribution with 
subsequent ulceration localized to the thumb and 
forearm. A: before starting treatment and B: 5 months 
after using itraconazole and potassium iodide.

b

a

Figure 1. Cutaneous lesions in case 7. Erythematous papules and nodules, some with ulceration, with regular borders 
and well‑defined limits, on the upper limbs, after using itraconazole for A: 2 months, B: 3 months, and C: 6 months.

cba
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Cutaneous lesions progressively develop in the form of 
papules or nodules, and the site of inoculation can 
ulcerate, characterizing the fixed form of cutaneous 
sporotrichosis6. However, up to 4  weeks after the 
trauma, multiple painless nodules can develop along 
the lymphatic vessels, usually in the hands and lower 
limbs, characterizing lymphocutaneous sporotrichosis7, 
responsible for approximately 80% of cases6. Lesions 
can increase in size, become verrucous, nodular, or 
ulcerated, known as “sporotrichotic cancer”6 and in 
addition, lesions often extend to the lymphatics and 
these satellite lymph nodes can ulcerate and form fis-
tulas as well16. More than half of the patients in this 
study expressed this lymphocutaneous clinical form, 
confirming literature findings.

Due to the diversity of clinical presentations, sporotricho-
sis may be clinically similar to cutaneous tuberculosis, 
American mucocutaneous leishmaniasis, chromoblasto-
mycosis, paracoccidioidomycosis15, in addition to pyo-
derma gangrenosum and cat scratch disease6.

Disseminated or hematogenous sporotrichosis is 
rare and usually occurs in severely immunocompro-
mised patients9, such as alcoholism, diabetes, 
acquired immunodeficiency syndrome, paraneoplastic 
syndromes, and use of immunosuppressive drugs15. It 
can affect several organs and systems, such as cen-
tral nervous system, osteoarticular, ocular, and pul-
monary17. Among the extracutaneous manifestations, 
the ocular mucosa is most commonly affected6, as the 
only extracutaneous form described in the study. 
Anatomical criteria and the source of infection explain 
this localization, which presents either as an adnexal 
infection, affecting eyelid, conjunctiva and lacrimal 
sac, or an intraocular infection18, with exogenous or 
endogenous endophthalmitis. Among ocular lesions, 
82% are limited to the eyelids, mainly caused by 
Sporothrix schenckii, S. brasiliensis, and Sporothrix 
globosa19, predominantly affect children, with a his-
tory of trauma by plant material and wood20. Eyelid 
lesions can be primary or due to lymphocutaneous 
lesions from hematogenous dissemination, presenting 
as papules or ulcerated nodules19. There is also con-
junctival sporotrichosis, with most cases reported in 
the current literature in Brazil, where no previous 
trauma was reported, although contact with cats has 
been reported in 90% of patients18, like the 7th  case 
of this series. This situation can mimic several infec-
tious or non-infectious diseases, and it is necessary 
to confirm the diagnosis through mycological 
examination20.

The gold standard for the diagnosis is based on 
biopsy, aspirates from abscesses, sputum, blood, 
synovial, and cerebrospinal fluid, based on the isola-
tion and identification of Sporothrix species in culture 
and polymerase chain reaction15. Direct microscopy 
has low sensitivity and specificity in humans, present-
ing the “cigar-shaped” pattern, usually in immunosup-
pressed individuals21, however, this method is very 
sensitive in animals6. All patients had diagnostic con-
firmation both by biopsy with histopathological study 
and culture. The Splendore-Hoeppli phenomenon (sul-
fur granules) in the histopathological examination may 
suggest a diagnosis of sporotrichosis, however, it is 
not specific, considering that it may be present in other 
granulomatous diseases22. Serology is usually 
reserved for the diagnosis of systemic or atypical 
forms, in addition to helping to monitor treatment and 
withdrawal of medications in more complex clinical 
presentations12, not being used in this study for any of 
these purposes.

The therapeutic choice depends on the clinical form 
of the disease, the immune status of the host, and the 
species involved23. At present, in Brazil, the drugs 
available are itraconazole, potassium iodine (KI), terbi-
nafine, and amphotericin B6. Itraconazole, used in all 
patients in this series, is considered the medication of 
choice due to its efficacy, dosage convenience, and 
can be administered continuously or in pulses24, from 
100  mg to 400  mg/day, starting, preferably, with the 
minimum dose25. It should be emphasized that all 
azoles are contraindicated in pregnant women, and 
they inhibit cytochrome P450 and, therefore, drugs 
metabolized by this enzymatic system, such as warfa-
rin, anticonvulsants, statins, and oral hypoglycemic 
agents are contraindicated15, due to the drug interac-
tions. Follow-up between 1 and 2 months with labora-
tory tests is advised.

KI is mostly used in countries with limited resources 
and in immunoreactive forms such as erythema nodo-
sum or reactive arthritis, due to its immunomodulatory 
effect4, which is why it was associated with itraconazole 
in a patient with an unsatisfactory response to mono-
therapy for 3 months. Terbinafine is indicated in the case 
of contraindication to the aforementioned drugs. As this 
drug is metabolized through CYP2D6, it presents fewer 
drug interactions26 and is, therefore, useful in elderly 
patients or patients with multiple comorbidities. The rec-
ommended dose is 250 mg/day, which can be doubled 
in adults6.

Amphotericin B is reserved for severe life-threatening 
cases and in pregnant women27, with efficacy between 
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90% and 100%26. Topical amphotericin B for 
4-12 months of treatment, alone or associated with an 
oral antifungal, is the treatment of choice in intraocular 
infections but requires continuous renal evaluation due 
to its nephrotoxic potential18. In case 7, amphotericin 
eye drops were used for 4 months to treat the conjunc-
tival presentation.

Treatment should be maintained until clinical cure, 
that is, when there is no disease activity, with an 
average duration of 4  months8. In addition to drug 
treatment in humans, it is necessary to treat infected 
cats as well as to incinerate animals killed by the 
disease, to prevent the spread of the pathogen in the 
soil6.

Conclusion

The present study provides demographic data, clini-
cal characterization, and its diversities, in addition to 
the types of treatment used in medical practice in a 
reference center in northern Brazil, an endemic area of 
the disease. Data emphasize the importance of recog-
nizing the clinical forms to enable early diagnosis and 
adequate treatment of sporotrichosis, as well as the 
notification of the disease to obtain a more reliable 
epidemiology, to reduce the number of disease cases 
and their morbidity.
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Abstract

Scabies is a common infection that affects people all over the world and has various presentations and impacts depending 
on the clinical situation. It is caused by the mite Sarcoptes scabiei var. hominis, an obligate ectoparasite that resides in the 
epidermis of the human skin. In this article, we present a review of the differential diagnoses and complications of scabies 
and scabies variants. We also present a summary of the etiology and the current diagnostic methods of scabies.
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Resumo

A sarna é uma infeção comum que afecta pessoas em todo o mundo e tem várias apresentações e impactos, dependendo 
da situação clínica. É causada pelo ácaro Sarcoptes scabei var. hominis, um ectoparasita obrigatório que reside na epiderme 
da pele humana. Neste artigo, apresentamos uma revisão dos diagnósticos diferenciais e das complicações da escabiose e 
das variantes da escabiose. Apresentamos também um resumo da etiologia e dos métodos de diagnóstico actuais da sarna.
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Introduction

Scabies is a neglected tropical cutaneous disease that 
affects people of all ages1. Children, adolescents, and elderly 
individuals are the most frequently affected age groups with 
no gender predilection2,3. However, children are more likely 
than other age groups to have scabies2. The pervasiveness 
of scabies in children is approximated to be 5-10%, with the 
highest predominance in children under 2 years old4.

Poor hygiene, poverty, homelessness, overcrowding, 
lack of access to medical care, immunodeficiency, 

indiscriminate sexual activity, and demographic 
forces (including wars and migration) are significant 
risk factors for scabies infection2,5,6. Several family 
members may be infested at the same time, as sca-
bies mites are transmitted by direct and indirect 
transmission1.

The most prevalent regions of scabies infections 
are the tropical and subtropical areas, such as Latin 
America, the Pacific islands, South-east Asia, sub-Sa-
haran Africa, and Northern and Central Australia7-9.
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Etiology

Animal mites can be found in six genera: Chorioptes, 
Cnemidocoptes, Notoedres, Psoroptes, Otodectes, 
and Sarcoptes, with just the last, addressed in this 
article6. Sarcoptes scabiei causes scabies in humans, 
livestock, and wild animals6.

The scabies mite (S. scabiei var. hominis) is an obli-
gate human parasite that belongs to the Sarcoptidae 
family which is a member of the class Arachnida in the 
subclass  Acari of the order Astigmata2. It is white-
brown in color and lives in linear burrows that are dug 
into the stratum corneum and can be seen by the naked 
eye as a speck, and skilled dermatologists may be able 
to notice it using dermoscopy2,3.

The female mite has a size of approximately 0.4 × 
0.3 mm while the male is about two-thirds of the female 
size10,11. The adult mite has four pairs of legs contrasted 
with the larva which has three pairs of legs10. At the 
beginning of the scabies mite life cycle, which takes 
about 14-21 days, the fertilized female burrows into the 
stratum corneum at a rate of 0.5-5 mm/day and lay 2-4 
eggs each day that hatch after 48-72 h into larvae and 
create new burrows2,5,10. The larvae take approximately 
10-14 days to reach adulthood10,11. The life range of a 
female mite is 4-6  weeks, during which it lays about 
40-50 eggs10. Adult male mites may enter the burrows 
in search of food and unfertilized female mites for mat-
ing and die shortly after mating2,3.

The average burden in classical scabies is around 
10-20 mites, and between 50 and 250 mites can be 
found in infants and the elderly3. However, thousands to 
millions of mites are carried by crusted scabies patients3.

The scabies mites are resistant to soap and alcohol 
and they either reinfest the host at a different location 
or infect another human host2. In normal room condi-
tions (21°C and 40-80% relative humidity), scabies 
mites can survive outside the human body for 24-36 h, 
but this period can be increased with lower tempera-
tures and higher humidity2; during this time, they remain 
able to invade5. However, as the amount of time spent 
away from the host increases, the ability to invade a 
new host decreases10.

Scabies mites cannot jump or fly and they are less 
contagious the longer they are separated from their 
host2. The minimum necessary time for skin-to-skin 
transmission is 5  min10. Scabies symptoms typically 
begin 3-6  weeks after the primary infestation and 
1-3  days after a reinfestation due to an immediate or 
delayed (type IV) hypersensitivity reaction to the mites’ 
products (feces, eggs, and dead parasites)12.

Variants of clinical scabies

Classic scabies

Classic scabies is typically characterized as an inten-
sive cutaneous rash with generalized pruritus that 
worsens at night6,13. The classic signs include burrows 
and papules6.

The burrow is a short, 1-10  mm long, serpiginous 
gray line found on the hands and feet, especially the 
interdigital spaces, and wrists13. Burrows are rarely 
visualized to the naked eye, and lesions are often mis-
diagnosed as excoriated or impetiginized skin13. The 
papule is usually small and erythematous, often exco-
riated or covered with a tiny blood clot6.

The erythematous papular rash is generally symmet-
rical, with a tendency to affect the anterior axillary folds, 
periumbilical skin, elbows, volar surface of wrists, inter-
digital spaces, beltline, thighs, buttocks, ankles, areola 
area in women, penis, and scrotum in men13. The scalp, 
face, and neck areas are usually spared in adults, but 
infants and immunocompromised patients may be 
affected13.

Crusted scabies

Crusted scabies, also known as Norwegian scabies, 
manifests as hyperkeratotic plaques that contain high 
numbers of mites14. It often occurs in patients who are 
immunosuppressed, such as those infected with HIV or 
after solid organ transplantation14.

Clinically, lesions present as thick, gray, scaly, hyper-
keratotic, and crusted plaques that are diffusely distrib-
uted and typically cover the hands, elbows, feet, knees, 
nail beds, trunk, scalp, and in some cases the entire 
body13,14. In addition, crusted scabies has little to no 
pruritus6. It is extremely contagious, and if no precau-
tions are taken, outbreaks can occur among family 
members and patients in hospital wards15.

Nodular scabies

Nodular scabies is an uncommon variant of scabies 
that is characterized by persistent itchy nodules that can 
persist even after treatment of the primary infestation16. 
These nodules are violaceous, pruritic, and between 2 
and 20 mm in size13,14. The appearance of nodular sca-
bies is the result of a hypersensitivity response to sca-
bies mites and other products of the infection16. Nodular 
scabies occurs most commonly on the thighs, axillae, 
glans, and scrotum13.
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Bullous scabies

It is a rare clinical variant that usually presents in the 
elderly13. It manifests as tense vesicles/bullae, which 
occur most commonly on the arms, legs, and trunk; they 
may also be generalized14. Less frequently, they appear 
on the genitals, buttocks, inguinal folds, thighs, neck, 
and feet14. Bullous scabies often occurs in patients with 
pruritic dermatosis who have been previously treated 
with systemic and/or topical corticosteroids14.

Nail scabies

Nail scabies is an abnormal clinical presentation17. It is 
often misdiagnosed and can be the initial presentation of 
scabies13. It affects certain populations such as infants, 
immunocompromised individuals, and the elderly18.

It may affect multiple fingernails and/or toenails and 
manifests as nail plate dystrophy, which remains even 
after successful treatment13.

Scabies incognito

This variant of infestation appears after application 
of the topical corticosteroid13. The corticosteroid alters 
the distinctive symptoms and lesions of the scabies 
infestation14.

Diagnostic methods of scabies

Under ordinary conditions, the diagnosis of scabies 
can be easily made on the basis of the clinical distri-
bution, the presence of skin lesions, and the patient’s 
medical history19. However, in certain circumstances, 
such as patients receiving steroid medications for a 
prolonged time or those with weakened immune sys-
tems, scabies may manifest with an atypical clinical 
pattern19. In addition, it can be difficult to diagnose 
scabies in infants or the elderly because their clinical 
features may differ from those of normal adults19. 
Therefore, an accurate diagnosis of scabies infection 
is essential for patient treatment19.

The diagnostic procedure of scabies can be divided 
into two phases: the presumptive diagnosis (history 
and physical examination) and the definitive diagnosis 
(investigations)20.

History and examination

Medical history, physical examination, and history of 
concomitant infections in family members and close 

contacts play an important role in the diagnosis of 
scabies21.

Based on the history of nocturnal itching and the 
typical distribution of skin lesions, a preliminary diag-
nosis can be made21.

Dermoscopy

Dermoscopy is an accurate method of diagnosing 
scabies when performed by a trained physician20. It is 
a painless procedure that can lead to better patient 
compliance19. Finding small, dark, and triangular struc-
tures at one of the ends of the burrows indicates the 
existence of the mites20.

However, darker skin phototypes, hairy areas, and 
complications caused by scratching (such as excoria-
tions, crusts, bleeding, or microscopic dirt particles) 
make it difficult to identify the scabies mite with der-
moscopy1. In crusted scabies, dermoscopy shows mul-
tiple burrows and a hyperkeratotic appearance1. 
Anyhow, the main limitation of dermoscopy is low spec-
ificity because of lower magnification10. Other limita-
tions include low sensitivity in mild disease and operator 
dependence10.

Videodermoscopy

Videodermoscopy is a quick, non-invasive diagnostic 
method with 100% specificity and greater sensitivity 
than skin scraping1,10. Since it does not make the 
patient uncomfortable, it can be used in patients who 
are non-cooperative10. In addition, it takes less time 
and reduces the chance of cross-infections10.

Reflectance confocal microscopy (RCM)

Through RCM, the burrows can be seen as linear 
segments in the middle of the surrounding epidermis 
that appear as a “honeycomb” pattern1,10. In addition, 
eggs, feces, larvae, and mites can be seen10. RCM is 
non-invasive and can be used to study the biological 
behavior of the mite, as it also shows the movement 
and peristalsis of the mite10.

Lack of availability and high equipment costs are the 
limitations of RCM10. Furthermore, the high time 
requirement is another limitation10.

Optical coherence tomography (OCT)

OCT is comparable to ultrasonography but has a 
higher resolution and allows visualization of the most 
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important parts of the skin1,10. Mites, burrows, and eggs 
can be observed and examined10. With the ability to 
detect the mite both vertically and horizontally, OCT 
can quickly and precisely diagnose scabies in vivo1.

Burrow ink test (BIT)

BIT is helpful for detecting the scabies mite’s bur-
rows1. A positive BIT results when the ink follows the 
mite burrow and forms a distinctive, dark, zigzagged 
line that is easily visible to the naked eye22. If one does 
not have access to a microscope, dermoscopy, or skin 
biopsy equipment, this test can be helpful22. However, 
this method provides only a partial diagnosis and is 
unable to distinguish between old and new lesions1.

Adhesive tape test (ATT)

In outbreaks in nursing homes and other large 
accommodations, the ATT is a quick and effective pro-
cedure23. This technique is not recommended for peo-
ple with fragile skin23.

Microscopic examination

Microscopic examination of the mites, eggs, or feces 
from scales obtained by skin scraping or from the skin 
biopsy confirms the diagnosis of scabies1.

Skin scrapings at the end of burrows can be used to 
detect mites, eggs, or feces microscopically23. Although 
the microscopic examination is inexpensive, a negative 
result does not rule out infestation, as conventional 
infection contains only 10-15 mites24.

Skin biopsy is considered one of the most accurate 
methods for diagnosing scabies1. However, skin biopsy 
is used only to confirm atypical presentations and is 
not considered part of the standard examination for the 
diagnosis of scabies1.

In addition to the previous diagnostic methods, other 
methods such as modern molecular techniques and 
serology can help in diagnosing scabies, although 
standardized laboratory tests for the detection of sca-
bies are not currently available1.

The following diagram summarizes the currently 
available diagnostic procedures for scabies (Fig. 1)1.

Differential diagnoses of scabies variants

The differential diagnosis of scabies is broad and 
includes various skin disorders2. Physicians may use 
objective evidence to confirm the diagnosis of scabies 

or subjective observations to meet the criteria for a 
clinical diagnosis or a suspected diagnosis of scabies 
when a patient presents with classic symptoms such 
as itching that worsens at night and lesions suggestive 
of mite infestation, such as burrows located on the 
flexor areas25.

When patients present with atypical symptoms of 
scabies, physicians may not suspect that it is a mite-as-
sociated dermatosis25. Therefore, it can be difficult to 
make a definitive diagnosis of scabies surrepticius 
(non-classical scabies), especially when the clinical 
history and morphologic features of the lesions suggest 
another disease or the lesions are infected with a bac-
terial or viral infection25.

In patients with chronic or progressive skin problems, 
the possibility of scabies should be considered and 
further diagnostic testing should be performed, espe-
cially if the skin is itchy and unresponsive to therapeutic 
measures25.

Clinicians should consider the differential diagnoses 
that may mimic classic scabies, including insect bites, 
infections (such as tinea corporis, body lice, impetigo, 
folliculitis, and viral exanthems), drug eruption, and 
inflammatory or immune-mediated dermatologic condi-
tions (such as papular urticaria and pityriasis rosea)2,5,10,26.

Insect bites such as fleas, mosquitoes, midges, and 
bedbugs are commonly found on exposed skin as red, 
itchy, and clustered papules26,27. Papular urticaria 
manifests as pruritic red and edematous grouped 
papules/papulovesicles representing hypersensitivity to 
insect bites27,28. The lesions generally prefer the exten-
sor sides of the extremities, although the trunk is also 
often affected28.

Folliculitis is identified by erythematous papules and 
pustules that are asymptomatic, pruritic, or mildly pain-
ful, and located around the hair shaft29. Although any 
area that has hair can be affected, folliculitis often 
affects only the face, scalp, thighs, armpits, and groin29.

Dermatitis such as eczema, contact dermatitis, and 
atopic dermatitis is considered also as differential diag-
noses of classic scabies26,27. Atopic dermatitis mani-
fests as dry, scaly, erythematous, and itchy skin 
plaques, which commonly affect the face, neck, elbows, 
and knee extensors of infants, later including the 
flexures27.

Gianotti-Crosti syndrome (GCS) is sometimes mis-
taken for scabies because of the high percentage of 
acral papules28. The extensor sides of the limbs, but-
tocks, and cheeks all have a symmetrical distribution 
of papules28. In contrast to scabies, GCS is almost 
never as itchy as scabies; mite burrows and 
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Figure 1. The currently available diagnostic methods for scabies.

excoriations are a regular occurrence in scabies but 
are the absolute exception in GCS28.

Other diseases characterized by extensive scaling, 
such as psoriasis, Darier’s disease, drug eruption, 
lichen planus, palmoplantar keratoderma, and sebor-
rheic dermatitis are potential differential diagnoses for 
crusted scabies14,15,26.

Scabies masquerading as an adverse drug reaction 
has rarely been described25. In any patient with a sus-
pected drug eruption who develops pruritic dermatosis 
after discontinuation of the drug and presents with clin-
ical lesions resembling crusted scabies, the physicians 
should be aware of the possibility of drug eruption-like 
scabies (scabies surrepticius)25.

In a patient with persistent nodular rash, nodular scabies 
must be investigated as part of the differential diagno-
sis16. Nodular scabies might imitate a solitary cutaneous 
mastocytoma as it can give a positive Darier sign2. Nodular 
scabies may be mistakenly diagnosed as Langerhans cell 
histiocytosis, non-Langerhans cell histiocytosis, insect 
bites, lymphoma, or urticaria pigmentosa14,30.

In case of blistering is present (bullous scabies), other 
skin disorders should take into account as differential 
diagnoses include bullous pemphigoid, bullous impe-
tigo, acquired epidermolysis bullosa, arthropod bite 
reaction, pemphigus, and dermatitis herpetiformis2,5.

The lesions in pemphigoid scabies resemble bul-
lous pemphigoid clinically, histologically, and on 

immunofluorescent findings13,14. Subepidermal blisters 
and eosinophilic dermal inflammation can be seen 
under a microscope with a potential presence of 
mites in bullous scabies14.

The diagnosis of nail scabies is frequently mistaken 
with onychomycosis, nail psoriasis, traumatic nails, and 
nail dystrophy17. However, nail scabies has been doc-
umented in the literature in association with periungual 
scaling and crusting, distal onycholysis, longitudinal 
nail splitting, subungual hyperkeratotic deposits, and 
nail plate deformity/hypertrophy17.

Infants and young children under 2 years of age are 
particularly susceptible to scabies30. Infants may have 
diagnostic concerns due to low suspicion of scabies, 
eczematous changes, and inappropriate therapy, par-
ticularly topical steroids30. It is important to distinguish 
infantile scabies from other entities that present simi-
larly in this age group such as infantile acropustulosis, 
papular urticaria, and atopic dermatitis10. Many studies 
have highlighted the possibility that scabies in infants 
may resemble other skin diseases, such as bullous 
pemphigoid, Langerhans cell histiocytosis, adverse 
drug reactions, lymphomatoid papulosis, lupus erythe-
matosus, psoriasis, or an allergic reaction to an insect 
bite30. In addition, infantile seborrheic dermatitis, which 
manifests as scaly and greasy plaques on the face and 
scalp, has a similar appearance to scabies27.
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The differential diagnoses of scabies based on 
each variant are summarized in the following table 
(Table 1)2,5,10,14,15,17,26,31.

Complications of scabies

The secondary medical, psychosocial, and economic 
factors that are related to the burden of disease must 
be taken into account when estimating the true global 
burden of scabies32. In the context of the impact of the 
disease, morbidity associated with scabies is com-
monly underestimated22.

Severe rubbing or scratching prompts changes such 
as bleeding, crusting, or excoriations and can lead to 
secondary bacterial skin infections10,14,15.

Secondary infections and impetiginization, most 
commonly caused by Group  A Streptococcus (GAS) 
and Staphylococcus aureus (S. aureus), are the most 
common complications associated with scabies10,33. 
Staphylococcal and streptococcal growth is promoted 
by the ability of the scabies mite to disrupt the human 
complement system by blocking all complement initia-
tion pathways, resulting in decreased neutrophil activ-
ity34. These bacteria can also be isolated from skin 
tunnels, and feces indicate that mites may be contrib-
uting to the bacteria’s distribution35.

S. aureus can also lead to superficial acute impe-
tiginization, abscesses, ecthyma, cellulitis, paronychia, 
staphyloderma, erysipelas, and furunculosis8,34. However, 
it can also progress to endocarditis, osteomyelitis, and 
bacterial sepsis, which can be life-threatening8. Whereas, 
local skin and soft-tissue infections, such as superficial 
pyoderma, skin abscesses, and cellulitis, as well as more 
severe necrotizing fasciitis, can be caused by GAS8.

Impetigo is a common complication of scabies itching, 
especially in children and patients who live in overcrowded 
conditions36. Impetigo that is caused by Streptococcus 
pyogens can lead to toxin-mediated diseases such as 
scarlet fever, rheumatic fever, streptococcal toxic shock 
syndrome, and post-streptococcal glomerulonephritis10. 
S. pyogens infection of the skin may also cause reactive 
arthritis-synovitis, necrotizing fasciitis, and pediatric auto-
immune neuropsychiatric disorder2.

Infectious complications seem to be more severe in 
crusted scabies36. This may be caused by the patient’s 
comorbidities, such as immunosuppression, as well as 
deeper excoriations that result in invasive infections and 
severe sepsis, which lead to a high risk of mortality36,37. 
Furthermore, crusted scabies cases may develop gen-
eralized lymphadenopathy and eosinophilia3,20.

Table 1. The differential diagnoses of scabies variant

Scabies variants Differential diagnoses

Classic scabies − Atopic dermatitis
− Contact dermatitis
− Seborrheic dermatitis
− Folliculitis
− Papular urticaria
− Tinea corporis
− Impetigo
− Body lice
− Insect bites
− Drug eruption
− Varicella
− Pityriasis rosea
− Infantile acropustulosis
− Gianotti‑crosti syndrome
− Psoriasis
− Cutaneous mastocytosis
− Langerhans cell histiocytosis

Crusted scabies − Seborrheic dermatitis
− Psoriasis
− Palmoplantar keratoderma
− Darier’s disease
− Drug eruption
− Lichen planus

Bullous scabies − Bullous pemphigoid
− Bullous impetigo
− Acquired epidermolysis bullosa
− Arthropod bite reaction
− Pemphigus
− Dermatitis herpetiformis

Nodular scabies − Solitary cutaneous mastocytoma
− Langerhans cell histiocytosis
− Non‑langerhans cell histiocytosis
− Insect bites
− Lymphoma
− Urticaria pigmentosa

Nail scabies − Psoriasis
− Onychomycosis
− Traumatic nails

Crusted scabies can also cause malodor as a sec-
ondary bacterial infections2. Colonization of the burrow 
by S. aureus can lead to erythroderma, septicemia, and 
superinfection with S. pyogenes, which causes glomer-
ulonephritis and rheumatic fever38.

In addition, scabies herpeticum may occur when 
crusted scabies is superinfected in association with 
herpes simplex2.

Systemic complications such as bacteremia, acute 
post-streptococcal glomerulonephritis, streptococcal and 
staphylococcal sepsis, acute rheumatic fever, and rheu-
matic heart disease can be associated with a high risk 
of mortality4,33. Patients with a previous history of scabies 
are more likely, according to some studies, to develop 
bullous pemphigoid and chronic kidney disease39.
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Renal damage without symptoms can occur in sca-
bies patients40. The morbidity and mortality associated 
with chronic renal disease are important late complica-
tions of scabies32.

Scabies patients suffer from a deteriorated quality of 
life that is linked directly to their itchiness34. Up to 90% 
of scabies patients have sleep disturbances caused by 
itching36. Sleep disturbances may be associated with 
tiredness, reduced productivity, and reduced ability to 
concentrate2. After eradicating the scabies mite, post-
scabetic pruritus can be stubborn and debilitating, and 
it may last for a long period2.

Scabies can cause psychosocial complications such 
as low work attendance, social stigmatization, and feel-
ings of shame36. In addition, it can cause loss of per-
formance at school, school absenteeism, fatigue, and 
lack of concentration or memory in infants36.

Scabies can cause a significant financial burden, 
particularly on patients with severe systemic complica-
tions2. Rarely, scabies patients may develop general-
ized urticaria2.

In rare cases, scabies can have unusual complica-
tions such as cutaneous vasculitis, vascular purpura, 
and glomerulonephritis, which may occasionally fore-
shadow the original disease41.

Scabies patients also have a higher risk of pernicious 
anemia, intellectual disability, and bipolar disorder, 
according to some studies2.

The complications of scabies are demonstrated in the 
following table (Table 2)2-4,8,10,33,34,36,37,39,42.

Table 2. Scabies complications

Secondary to skin infection Secondary to itching/
scratching

Psychosocial Other

Cutaneous Systemic

−  Superficial acute 
impetiginization

− Superficial pyoderma
− Abscesses
− Ecthyma
− Cellulitis
− Paronychia
− Furunculosis
− Erysipelas
− Staphyloderma
− Scabies herpeticum
− Bullous impetigo
− Malodor

− Endocarditis
− Osteomyelitis
− Bacterial sepsis
− Pernicious anemia
−  Acute post‑streptococcal 

glomerulonephritis
− Acute rheumatic fever
− Scarlet fever
− Rheumatic heart disease
−  Streptococcal toxic shock 

syndrome
− Chronic kidney disease
− Reactive arthritis‑synovitis
− Necrotizing fasciitis
−  Pediatric autoimmune 

neuropsychiatric disorder
− Lymphadenopathy 
− Eosinophilia

− Bleeding
− Crusting
− Excoriations
− Sleep disturbances
− Tiredness
− Reduced productivity
−  Reduced ability to 

concentrate
−  Increased risk and 

severity of skin 
conditions (such as 
psoriasis and atopic 
dermatitis)

− Low work attendance
− Social stigmatization
− Feelings of shame
−  Loss of performance 

at school
− School absenteeism
− Fatigue
−  Lack of concentration 

or memory in infants
− Intellectual disability
− Bipolar disorder

−  Significant 
financial 
burden

−  Generalized 
urticaria

Conclusion

The physicians must take into account the differential 
diagnoses of scabies variants to make the proper diag-
nosis. The physician must also be aware of the compli-
cations of scabies and perform an appropriate treatment 
to achieve a complete recovery from scabies and its 
complications.
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A rare T-cell lymphoma in an ankylosing spondylitis patient 
under immunosuppression with tumor necrosis factor inhibitor
Linfoma de células T num doente com espondilite anquilosante sob imunossupressão com 
inibidores de necrose tumoral
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CASE REPORT

Abstract

Lymphoproliferative disorders arising in a background of immune deficiency/dysregulation correspond to a spectrum of disor-
ders ranging from non-noxious hyperplasias to aggressive lymphomas, mainly of B-cell type. We describe a case of an Ep-
stein-Barr virus-positive T-cell lymphoma, with a cutaneous presentation and unusual pathological features in a patient under 
immunosuppression with infliximab. A 60-year-old patient, with a history of ankylosing spondylitis and autoimmune hemolytic 
anemia, treated with infliximab and low-dose prednisone since 2013, presented with a 7 cm ulcerated, well-demarcated tumor 
on his left lower back and a 20 cm scaly, well-demarcated erythematous patch in the left scapular region. A skin biopsy revealed 
a diffuse infiltration of the superficial and deep dermis by atypical, intermediate-size lymphocytes that expressed CD2, CD3, 
CD56, TIA-1, Granzyme B, TCRδ, and EBER. There was no evidence of epidermotropism, vasculotropism, or necrosis. The 
fluor-d-glucose positron emission tomography showed a large splenic, hepatic, bone marrow, and nodal uptake. A diagnosis 
of an extranodal NK/T-cell lymphoma in association with immunosuppression was rendered. With this article, we aim to add 
awareness to the difficulty of diagnosis, the careful use of immunomodulators, clinical suspiciousness, and surveillance of 
possible consequences warranted in all patients under prolonged immunosuppression.

Keywords : γδ T lymphocytes. γδ T-cell lymphoma. Extranodal NK/T-cell lymphoma. Epstein-Barr virus. TNF- α  inhibitors. 

Resumo

No espetro de patologias linfoproliferativas associadas a imunodesregulação/deficiência constam hiperplasias linfoproliferativas e 
linfomas agressivos, estes últimos predominantemente de células B. Descrevemos um caso de linfoma de células T, Epstein-Barr 
virus positivo, com apresentação cutânea e características histopatológicas ambíguas, num doente sob imunossupressão com 
infliximab. Paciente de 60 anos, com antecedentes pessoais de espondilite anquilosante e anemia hemolítica autoimune, tratado 
com infliximab e baixa dose de prednisolona, desde 2013. Apresentou nódulo cutâneo ulcerado, bem delimitado, com 7 cm na 
região lombar esquerda e placas eritematosas, bem delineadas, com 20 cm, na região escapular esquerda. A biópsia cutânea 
revelou uma infiltração difusa da derme superficial e profunda por linfócitos atípicos, de tamanho intermédio, que expressavam 
CD2, CD3, CD56, TIA-1, Granzima B, TCRδ e EBER. Não se observou epidermotropismo, vasculotropismo ou necrose.  
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Introduction

Lymphoproliferative disorders arising in a background 
of immune deficiency/dysregulation (primary or acquired) 
correspond to a spectrum of disorders ranging from 
non-noxious hyperplasia to aggressive lymphomas1.

In autoimmune disorders, the risk and type of lym-
phomas seem to be dependent on the immunomodu-
latory agent used, the dose, duration, and underlying 
immunosuppressive disorder1.

B-cell lymphomas are the most frequent lymphomas 
associated with immunodeficiency states, whether pri-
mary or secondary1. Hepatosplenic T-cell lymphoma 
(HSTCL) is the most frequently reported subtype 
among the T-cell non-Hodgkin lymphomas associated 
with exposure to immunosuppressive agents1.

We present a case of an atypical cutaneous presen-
tation of a systemic extranodal NK/T-cell lymphoma in 
a patient with ankylosing spondylitis on long-term ther-
apy with tumor necrosis factor-alpha (TNF-α) inhibitor 
and prednisone.

Case report

A 60-year-old patient, with a history of ankylosing 
spondylitis and autoimmune hemolytic anemia, under 
treatment with infliximab and low-dose prednisone for 
the past 9  years, was referred to the Hematology 
Department of our Hospital, for a suspected cutaneous 
lymphoma. On clinical observation, he presented with 
a 7  cm ulcerated, well-demarcated lesion on his left 
lower back and in the left scapular region with a 20 cm 
erythematous, and scaly patch with two infiltrated 4 cm 
plaques within it (Fig. 1). On palpation, there were no 
detectable lymphadenopathies or hepato-splenomeg-
aly. The lesions had a 6-month evolution gradually 
transitioning from patches to plaques and tumours. 
A  skin biopsy of the tumor phase (and later from the 
plaque phase), performed in the hospital of origin, was 
reviewed in our pathology department for a histopatho-
logical diagnosis. We observed a diffuse infiltration of 
the superficial and deep dermis by atypical, intermedi-
ate-size lymphocytes, with dispersed chromatin (Fig. 2). 
The neoplastic lymphocytes, evaluated in 

paraffin-embedded tissue, expressed CD2, CD3, 
CD56, TIA-1, Granzyme B, and TCRδ and negativity for 
CD4, CD5, CD7, CD8, CD20, CD30, BCL6, CD278, 
TCRβ, and PD-1 (Fig. 3). In situ hybridization analysis 
with EBER revealed nuclear positivity in all neoplastic 
cells. There was no evidence of epidermotropism, vas-
culotropism, or necrosis.

Due to the ambiguous features of the case a diagno-
sis of a γδ T-cell lymphoma, Epstein-Barr virus 
(EBV)-positive was suggested.

We pursued an investigation to determine whether it 
was a systemic or a primary cutaneous T-cell lymphoma.

A 2-deoxy-2-[18F] fluor-d-glucose positron emission 
tomography/computed tomography (FDG-PET/CT) and 
a bone marrow trephine were performed for disease 
staging. The FDG-PET/CT revealed a stage IV lym-
phoma with diffuse hypermetabolism of supra-  and 
infra-diaphragmatic lymph nodes, skin, subcutaneous 
fat, bone marrow, and homogenous hepatosplenomeg-
aly, with the spleen measuring approximately 16 cm.

The bone marrow trephine revealed a diffuse, mas- 
sive interstitial infiltration of medium-sized T-cell lym- 
phocytes, positive for CD3, CD2, CD45, CD56, and 
TCR ãä by flow cytometry, compatible with infiltration 
of the bone marrow by a ãä T-cell lymphoma, and iden-
tical to the previously described on the skin (Fig.  4).  
An identical clonal rearrangement of the T-cell receptor 
delta gene was detected both in the bone marrow and 
in the biopsy of the skin lesion. 

 Plasma EBV DNA levels were 88642UI/mL.
In addition, an identical clonal rearrangement of the 

T-cell receptor delta gene was detected both in the 
bone marrow and in the biopsy of the skin lesion.

The authors, based on the histological and immunolog-
ical features of the skin biopsy and bone marrow involve-
ment, together with the systemic nodal and splenic uptake 
granted a diagnosis of a systemic γδ T-cell lymphoma, 
EBV-positive, favoring a diagnosis of an extranodal NK/T-
cell lymphoma, with cutaneous involvement and probable 
association with immunomodulating therapy.

The disease proved to be highly refractory to several 
therapeutic regimens, including cyclophosphamide, 
doxorubicin, vincristine, prednisolone, rituximab, 

A FDG-PET/CT demonstrou hipercaptação esplénica, hepática, medular e nodal. Concluiu-se o diagnóstico de linfoma de células 
T/NK extranodal em contexto de imunossupressão. Com este artigo pretendemos alertar para a dificuldade diagnóstica, alta 
suspeição clínica e vigilância atenciosa necessárias em doentes com uso prolongado de imunossupressores.

Palavras chave : Linfócitos de células T γδ. Linfoma de células T γδ. Linfoma de células T/NK extranodal. Vírus Epstein-Barr. 
Inibidores TNF- α.
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ifosfamide, carboplatin, etoposide and rituximab and 
hyperfractioned-cyclophosphamide, vincristine, doxoru-
bicin, and dexamethasone. In addition to the refractori-
ness of the disease, several serious infectious 
complications were documented, as well as hematologic 
and gastrointestinal toxicity. Following this series of 
events, the patient died, 2 months after the initial diag-
nosis (Table 1).

Discussion

γδ T lymphocytes are tissue-restricted cytotoxic lym-
phocytes accounting for < 5% of the adult T-cell 

population. They are crucial in immunosurveillance and 
are mainly lodged in the skin, sinusoids of the liver, red 
pulp of the spleen, and the intestinal mucosa2.

Persistent, dose-dependent, treatment with infliximab 
has been shown to promote the expansion of clonal γδ 
T-cells in vivo and induce proliferation in vitro3. 
Furthermore, patients with inflammatory bowel disease 
or psoriasis seem to have a higher baseline frequency 
of γδ T-cells when compared to the general population, 
and, when treated with thiopurines or methotrexate in 
association with infliximab, demonstrate an even higher 
baseline frequency and a lower threshold for their 
expansion3.

Figure 2. Infiltration of the dermis by atypical, intermediate size lymphocytes, with dispersed chromatin.

Figure 1. A: patient with a well‑demarcated, erythematous, and scaly patch with two infiltrated plaques within it and  
B: an ulcerated and well‑demarcated tumor on his left lower back.

a b
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In the literature, so far, seven cases of T-cell lympho-
mas in association with TNF-α inhibitors have been 
documented, in patients with ankylosing spondylitis4-8. 
Curiously, the predominant histological subtype is 
Mycosis fungoides/Sezary syndrome. Other types 
include subcutaneous panniculitis-like TCL, HSTCL, 
angioimmunoblastic T-cell lymphoma, and one case of 
anaplastic large-cell lymphoma, also with a cutaneous 
presentation4-9.

The description of extranodal NK/T-cell lymphomas, in 
patients on infliximab therapy, is extremely rare10-12.

In our case, the cutaneous manifestation of extran-
odal NK/T-cell lymphoma presented after a 9-year 
immunosuppression treatment, with infliximab and low-
dose prednisone, for ankylosing spondylitis. The sys-
temic presentation, with nodal involvement, also favors 
this diagnosis over other γδ T-cell lymphomas, such as 
HSTCL.

This case represents a diagnostic dilemma with clin-
ical, morphological, immunohistochemical, and prog-
nostic overlap to other γδ T-cell lymphomas.

The differential diagnosis includes of a cutaneous γδ 
cytotoxic T-cell lymphoma is included extranodal NK/T-
cell lymphoma (by definition EBV-positive), primary 
cutaneous γδ T-cell lymphoma (by definition EBV-
negative), and cutaneous involvement of an HSTCL (by 
definition EBV-negative).

In this case, an angiodestructive growth pattern and 
necrosis, common and desirable features of an extran-
odal NK/T-cell lymphoma, were not observed1. 
Furthermore, involvement of the bone marrow is rare 

Figure 3. The neoplastic lymphocytes expressed diffuse 
positivity for A: TCR‑δ, B: TIA‑1, and C: granzyme B. 
D: in situ hybridization analysis with EBER revealed 
nuclear positivity in all neoplastic cells.

dc

ba
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in extranodal NK/T-cell lymphoma. On the other hand, 
HSTCL is an EBV-negative lymphoma, although rare 
reports of EBV positivity, as a secondary event of reac-
tivation of the virus, have been reported1. HSTCL usu-
ally presents with an intrasinusoidal infiltration of the 
bone marrow and absence of nodal disease1. Rare EBV 
positivity has also been described in primary cutane-
ous γδ T-cell lymphoma2, but a systemic disease at 
diagnosis is extremely rare for a primary cutaneous γδ 
T-cell lymphoma13.

For all the above, the histological diagnosis of this 
case is particularly challenging and emphasizes the 
importance of a complete clinical history, including past 
or  current medication, and illustrates the difficulty of 
adequately classify EBV-positive γδ T-cell lymphomas 
according to the current standardize classification of 
haematolymphoid tumors. We reinforce the need to fur-
ther expand and review the classification of these 
entities.

The cautious use of immunomodulators, including 
TNF-α inhibitors, high clinical suspicion, and surveillance 
of possible consequences of prolonged immunosuppres-
sion, is warranted to avoid a rapid fatal disclosure asso-
ciated with the risk of an aggressive lymphoma14,15.

Conclusion

 The histological diagnosis of this case is particularly 
challenging and emphasizes the importance of a com-
plete clinical history, including past or current medica-
tion, and illustrates the difficulty of adequately classify 
EBV-positive©™ T-cell lymphomas according to the 

current standardize classification of haematolymphoid 
tumors. We reinforce the need to further expand and 
review the classification of these entities. 

The cautious use of immunomodulators, including TNF 
inhibitors, high clinical suspicion, and surveillance of pos-
sible consequences of prolonged immunosuppression, is 
warranted to avoid a rapid fatal disclosure associated 
with the risk of an aggressive lymphoma14,15.
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Allergic contact dermatitis to enema used to treat inflammatory 
bowel disease
Dermite de contacto alérgica a enema usado na doença inflamatória intestinal

Maria J. Guimarãesa*, Ana G. Lopes, and Teresa Pereira
Department of Dermatology and Venereology, Hospital de Braga, Braga, Portugal
aORCID: 0000-0002-3247-2470

CASE REPORT

Abstract

Enemas are commonly used to treat inflammatory bowel disease. It is believed that allergic contact dermatitis (ACD) to ene-
mas is underreported. We describe a case of a 55-year-old woman with non-specific proctitis. The patient was prescribed 
budesonide rectal enemas. However, 1 day after the first application, erythematous, pruritic plaques emerged in the perineal 
region and inner thighs. The patient was observed in the emergency department and was ordered to stop the enemas. The 
patient was referred to dermatology consultation where patch tests were performed using the European/Portuguese baseline 
series, the corticosteroids series, and the dispersible tablets of budesonide used in the enema. Test readings at 72  h and 
7 days revealed positivity for budesonide 0.01% pet, tixocortol pivalate 0.1%, the budesonide tablets used in enemas, perfume 
mixture 1 (8% pet) and 2 (14% pet) and hydroperoxides of linalool 1%. No lesions have recurred after eviction of the identified 
allergens. Budesonide is responsible for most ACD to corticosteroids, usually described in association with inhalers or nasal 
sprays to treat asthma or rhinitis. According to the new classification of corticosteroids by allergenic groups, budesonide, and 
tixocortol pivalate belong to the same group. Facing a patient with corticosteroid allergy, it is important to determine the indi-
vidual sensitization/tolerance profile to guide future therapeutic interventions.

Keywords: Allergic contact dermatitis. Enema. Budesonide.

Resumo

Os enemas são frequentemente utilizados no tratamento de doença inflamatória intestinal. Acredita-se que a dermite de 
contato alérgica (DCA) a enemas seja subnotificada. Descreve-se o caso de uma mulher de 55 anos com proctite inespecífica, 
a quem foi prescrita a aplicação de enemas retais de budesonido. No entanto, no dia após a primeira aplicação, surgiram 
placas eritematosas pruriginosas na região perineal e face interna das coxas. A doente foi observada no serviço de urgência 
e aconselhada a interromper os enemas. A doente foi encaminhada para consulta de Dermatologia onde foram realizados 
testes epicutâneos com a série básica europeia/portuguesa, a série de corticosteróides e os comprimidos dispersíveis de 
budesonido utilizados no enema. As leituras às 72  h e 7 dias revelaram positividade para budesonido 0,01%, pivalato de 
tixocortol 0,1%, comprimidos de budesonido usados nos enemas, mistura de perfume 1 e 2 e hidroperóxidos de linalol 1%. 
Não houve recidiva das lesões após evicção dos alergénios identificados. O budesonido é responsável pela maioria das DCA 
aos corticosteróides, maioritariamente descritas em associação com o uso de in inaladores ou sob a forma de spray nasal 
para tratar asma ou rinite. De acordo com a nova classificação de corticosteróides por grupos alergénicos, o budesonido e 
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Introduction

Allergic contact dermatitis (ACD) to enemas is infre-
quently described in the literature. The greater likeli-
hood of mucosal hypersensitivity, especially in cases 
of compromised integrity such as inflammatory bowel 
disease (IBD), makes enemas a potential source of 
sensitization and allergic reactions1,2. Since enemas 
are commonly used to treat IBD affecting the distal 
colon and rectum, it is believed that ACD is underre-
ported, as symptoms may be mild and non-specific1.

Concerning ACD to topical medication affecting the 
anogenital area, a study from Gilissen et al. showed 
9% positivity of patch tests to topical drug preparations, 
with local anesthetics and corticosteroids being the 
most frequent sensitizing active principles3.

Clinical case

A 55-year-old woman, without previous history of 
atopy, was under gastroenterology (GE) surveillance 
since 2019 for non-specific proctitis. The patient had 
been previously medicated with oral mesalazine, cipro-
floxacin, and budesonide rectal foam. At the last GE 
appointment, daily rectal enemas of budesonide were 
prescribed. However, 1  day after the first application, 
erythematous, pruritic plaques emerged in the perineal 
region and inner thighs (Fig.  1). The patient was 
observed in the emergency department and was 
ordered to stop the enemas. She was medicated with 
oral bilastine and topical betamethasone and clotrima-
zole with the resolution of the skin eruption in 1 week.

To clarify the cause of the skin eruption, the patient 
was referred to the dermatology department. Patch 
tests were performed using the European/Portuguese 
baseline series (Chemotechnique Diagnostics, Vellinge, 
Sweden), the corticosteroids series (Chemotechnique 
Diagnostics, Vellinge, Sweden), the dispersible tablets 
of budesonide and diluent solution (Entocort®) used in 
the enema and a moisturizing cream used by the patient 
(Odette®). Test readings at 72  h and 7  days revealed 
positivity for budesonide 0.1% (+), tixocortol pivalate 
0.1% (++), the budesonide dispersible tablets used in 
enemas (+), perfume mixture 1-8% pet (+) and 2-14% 
pet (+) and hydroperoxides of linalool 1% (+) (Fig.  2). 

No lesions have recurred after the eviction of the iden-
tified allergens.

Discussion

This case illustrates an ACD to a budesonide-containing 
enema, with the budesonide foam acting as the likely 
source of prior sensitization.

Topical corticosteroids (CS) are a relatively common 
cause of ACD, with a reported positivity in patch testing 
ranging from 0.5% to 6%1. Allergy to CS in nasal sprays 
and inhalers used to treat asthma or rhinitis is well doc-
umented4. Surprisingly, there are fewer reports of CS’s 
ACD due to enemas, which possibly relates to the 
unspecific manifestations of allergic reactions in the 
anogenital area, sometimes misinterpreted as exacer-
bations of the previous inflammatory disease1.

Additional diagnostic obstacles for CS contact allergy 
include frequent false-negative reactions, as CS tends 
to suppress a positive patch test reaction and delayed 
positive reactions, as up to 30% of reactions may be 
missed if a day 7 reading is not performed1.

It has been postulated that, similarly to damaged skin, 
inflammation of the distal bowel may increase rectal CS’ 
penetration and facilitate sensitization2. In fact, Malik et 
al. showed a 9% (four out of 44 patients) prevalence of 
CS allergy among IBD patients; however, the authors 
admitted an eventual selection bias which hampers data 
extrapolation to the entire IBD population1.

The most used patch test allergens of CS allergy are 
tixocortol pivalate and budesonide as these are considered 
markers of steroid allergy1,2. By testing both, 90% of corti-
costeroid-allergic subjects are detected in baseline series1,2.

According to the new classification of CS by allergenic 
groups provided by Baeck et al., budesonide and tixocortol 
pivalate belong to the same group (group 1: the nonmeth-
ylated, most often nonhalogenated molecules)5. This study 
further classifies patients allergic to CS into two different 
subgroups according to the mechanism of immune recog-
nition: patients who react to molecules from one unique 
group determined by CS molecular charge and patients 
who may react to the entire spectrum of CS determined 
by CS molecular structure5. Facing a patient with CS 
allergy, it is important to discern these two subgroups to 
determine the individual sensitization/tolerance profile5,6. In 

o pivalato de tixocortol pertencem ao mesmo grupo. Perante um paciente com alergia a corticosteróides, é importante deter-
minar o perfil individual de sensibilização/tolerância para orientar futuras intervenções terapêuticas.

Palavras-chave: Dermite de contacto alérgica. Enema. Budesonido.
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this case, one can assume the patient only reacts to mol-
ecules from group  1 since the lesions improved under 
topical betamethasone which belongs to group 3.

ACD to budesonide-containing enema is especially 
relevant since it is the topical drug that most frequently 
causes systemic allergic dermatitis7. The anorectal 
mucosa constitutes a relevant route of systemic absorp-
tion and its exposure to an allergen can trigger a reac-
tion with variable clinical severity7.
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Figure 2. Patch test reading at 72 h: positive reactions 
for perfume mixture 1 (+) and 2 (+), budesonide 0.01% 
pet (+), tixocortol pivalate 0.1% pet (++) and Entocort 
dispersible tablets pet (+).

Figure 1. A and B: erythematous papules and plaques in inner ties after first budesonide‑containing enema.
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CASE REPORT

Abstract

Alopecia areata (AA) is a non-scarring alopecia due to an immune-mediated damage to the hair follicles. Trichotillomania (TT) 
is a psychodermatologic disorder characterized by repetitive hair removal. AA and TT are common causes of hair loss in 
children and can be triggered by anxiety and distressful events. The simultaneous onset of AA and TT in children is rarely 
reported in the literature. We describe the case of a 9-year-old male child with a 3-month history of hair loss. The clinical 
history associated with a detailed trichoscopy led to the diagnosis of concomitant AA and TT.

Keywords: Alopecia areata. Trichotillomania. Hair diseases. Alopecia. Dermoscopy.

Resumo

Alopecia areata (AA) é uma alopecia não cicatricial devida a dano imunomediado dos folículos pilosos. Tricotilomania (TT) é 
uma desordem psicodermatológica caracterizada pela remoção repetitiva dos fios. AA e TT são causas comuns de alopecia 
em crianças e podem ser desencadeadas por ansiedade e eventos estressantes. A  ocorrência simultânea de AA e TT em 
crianças raramente é reportada na literatura. Descrevemos o caso de um menino de 9 anos de idade, com história de alope-
cia de 3 meses de duração. A história clínica associada à tricoscopia detalhada permitiu o diagnóstico de AA e TT simultâneas.

Palabras-clave: Alopecia areata. Tricotilomania. Doenças do cabelo. Alopecia. Dermatoscopia.
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Introduction

Alopecia areata (AA) is a non-scarring alopecia 
marked by immune-mediated damage to the hair folli-
cles. It usually starts in childhood, with a higher prev-
alence in children than in adults1,2. Patients often 
present a patchy scalp alopecia that may also affect 
the body1,2. Trichotillomania (TT) is a psychodermato-
logic disorder characterized by repetitive hair removal. 

The urge to hair pulling is uncontrollable and leads to 
hair loss, with an increased distress and functional 
impairment. The age of onset is usually between 10 
and 13 years and is more frequent in female patients3,4.

AA and TT are common causes of hair loss in chil-
dren and may be triggered by anxiety and distressful 
events4,5. The rapid onset of these diseases can also 
exacerbate the psychological impairment in suscepti-
ble children, as well as psychiatric complications5. 
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The  simultaneous onset of AA and TT in children is 
rarely reported in the literature6. We describe the case 
of a 9-year-old male child with a 3-month history of 
hair loss. The clinical history associated with a detailed 
trichoscopy led to the diagnosis of concomitant 
AA and TT.

Clinical case

A healthy 9-year-old boy presented to dermatological 
consultation with a 3-month history of alopecic area 
and crusts in the frontal scalp. The mother referred 
patient’s anxiety after his grandfather’s death a year 
ago. He had no relevant medical history. When ques-
tioned, he denied hair pulling. The patient identified 
worsening of the alopecic area over the weeks, with 
occasional pruritus. His mother noticed progression of 
the hair loss. Recently, he started therapy sessions 
with a psychologist to manage his feelings.

Dermatological examination revealed an irregular 
patch of alopecia in the frontotemporal region with 
scarce hemorrhagic crusts (Figs. 1A and B). Trichoscopy 
indicated broken hairs, irregular black dots, exclamation 

mark hairs, coudability hairs, hairs of different lengths, 
follicular and interfollicular erythema, short vellus hair, 
trichoptilosis, hair powder, and hemorrhagic crusts 
(Figs.  2A-D). The pull test was negative. Eyebrows, 
nails, and other body areas did not present any alter-
ations. These clinical and trichoscopic findings sug-
gested the association of AA and TT, with signs of 
scratching. Histopathological study was not performed 
due to the patient’s young age and the risk of anesthetic 
scar. We prescribed clobetasol propionate emulsion 
0.05% daily and topical minoxidil 5%. We also recom-
mended regular psychological appointments. After this 
therapeutical approach, the lesions showed satisfactory 
improvement after 3 months.

Discussion

The diagnosis of AA involves medical and family 
history and a full examination of the scalp, face, and 
body. Nails should also be analyzed. The hair pull test 
is recommended, and a positive test indicates an active 
disease1. In the case described, the hair pull test was 
negative and can be interpreted as a stable alopecia. 

Figure 1. A: static assessment of the scalp hair loss showing an irregular patch of alopecia partially covered by hair 
shafts. B: evaluation after uncovering the alopecic area revealing an irregular patchy alopecia in the frontotemporal 
region with hemorrhagic crusts.
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The most common trichoscopic findings in AA are yel-
low dots (60-94% of cases), exclamation mark hairs 
(12-71%), black dots (50%), broken hairs (0-71%), and 
short vellus hairs (34-100%)1,7. These features were 
identified in the reported patient, as shown in figure 2. 
Scalp biopsy is rarely necessary and is only needed in 
inconclusive cases, especially when scarring alopecia 
cannot be excluded1.

The diagnosis of TT includes clinical findings, med-
ical and psychiatric history. The physical examination 
should include trichoscopic analysis8. Typical signs 
are broken hairs of different lengths (80-100% of 
cases), hair powder (10-88.9%), tulip hairs (10-
47.7%), trichoptilosis (34.1-100%), irregular black 
dots (27.3-100%), flame hairs (25-100%), v-sign (20-
70%), hook hairs (11.1-56.8%), and coiled hairs 

Figure 2. Trichoscopic features of the alopecic area. A: broken hairs, perifollicular, and interfollicular erythema 
(orange arrow), black dots, hair powder, and short vellus hair. B: hairs of different lengths, irregular black dots 
(green circle), perifollicular and interfollicular erythema (orange arrow), trichoptilosis, and short vellus hair.  
C: broken hairs, irregular black dots, exclamation mark hairs (yellow arrow), coudability hairs (blue arrow), hairs of 
different lengths, hair powder, and short vellus hair. D: broken hairs, irregular black dots, coudability hairs (blue 
arrow), hair powder, and hairs of different lengths.

BA

C D
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(4.3-100%)7,9,10. Scratching and signs of hemorrhage 
can be often identified, as in the case reported. 
Biopsy can be used to confirm the diagnosis in unde-
fined cases8. In the patient presented, the clinical 
history and the trichoscopic findings were sufficient 
to conclude the diagnosis of AA e TT. There is an 
important overlap between the trichoscopic features 
of the two conditions. For instance, black dots and 
broken hairs are identified in both diseases. We 
believe we faced both AA and TT because the patchy 
alopecia presented exclusive findings of AA (excla-
mation mark hairs and coudability hairs) simultane-
ously with signs of scratching, hairs of different 
lengths, and trichoptilosis  —  typical of TT. This set 
of alterations could not be explained by an isolated 
AA or TT, but only by both together.

The first-line treatment for pediatric AA includes 
topical corticosteroids, as prescribed in this case1. 
Topical clobetasol propionate 0.05% is safe and 
well-tolerated, with good cosmetic acceptance1. 
Intralesional corticosteroids are also recommended 
for patchy AA, but the procedure was not the first 
choice in this case due to the patient’s young age and 
fear of needle. Topical minoxidil is usually indicated 
as an adjuvant intervention, as used in this case1. 
Other therapy options are topical irritation treatment 
with diphenylcyclopropenone or anthralin, systemic 
corticosteroids, phototherapy, methotrexate, hydroxy-
chloroquine, and JAK inhibitors1,11.

Considering TT, psychotherapy is considered the first-
line therapy for pediatric patients3,12. Topical anesthetics, 
corticosteroids, or capsaicin can be helpful to control the 
urge of scratch12. Some studies indicate benefits in the 
use of n-acetylcysteine, clomipramine, olanzapine, and 
dronabinol in adults, but there are no specific doses for 
children3,12. The association of AA and TT is rare, but 
possible and can occur in children. For both diseases, 
dermatologists and psychologists should work together 
to manage the anxiety (triggering factor) and reduce the 
emotional impairment of the hair loss.
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Pityriasis lichenoides et varioliformis acuta-like secondary 
syphilis: a case report of a rare cutaneous presentation
Relato de um caso de sífilis secundária com apresentação cutânea rara tipo pitiríase 
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CASE REPORT

Abstract

The diagnosis of secondary syphilis can be challenging for clinicians due to its diversified cutaneous presentations. This is 
particularly true for human immunodeficiency virus (HIV) coinfected patients, who may develop unusual clinical manifestations. 
We report a case of a 33-year-old male, with HIV-1 infection without treatment, who presented to the emergency department 
(ED) with a 3-month history of erythematous macules. In the week before presenting to the ED, the lesions had progressed 
to multiple generalized papulovesicles and papules with central necrosis and serohemorrhagic crust, some exhibiting a “col-
larette” scale. Nasal discharge, earache, and fever were also present. The clinical picture was compatible with the diagnosis 
of pityriasis lichenoides et varioliformis acuta (PLEVA). Complementary examinations confirmed the diagnosis of PLEVA-like 
secondary syphilis, and the patient was successfully treated with benzathine penicillin. Our case highlights the importance of 
being aware of this rare cutaneous presentation of syphilis.

Keywords: Syphilis. Secondary syphilis. Pityriasis lichenoides et varioliformis acuta. Case report.

Resumo

O diagnóstico de sífilis secundária pode ser particularmente desafiante para os clínicos na sua prática diária dada a sua diver-
sidade de apresentações clínicas, sobretudo nos doentes coinfetados com o VIH, que se caracterizam por manifestações 
cutâneas particularmente atípicas. Reportamos o caso de um homem com 33 anos de idade, com antecedentes pessoais de 
infeção por VIH-1 sem tratamento, e que recorreu ao serviço de urgência com quadro com 3 meses de evolução de máculas 
eritematosas que progrediram na última semana para múltiplas pápulovesículas e pápulas com necrose central e crosta se-
ro-hemorrágica sobreposta, algumas delas com descamação “em colarete”, associado a sintomas sistémicos de rinorreia, otalgia 
e febre. Os achados clínicos eram sugestivos de tratar-se de uma pitiríase liquenóide e varioliforme aguda (PLEVA). O estudo 
complementar confirmou o diagnóstico de sífilis secundária e o paciente foi tratado com sucesso com toma única de penicilina 
benzatínica. Este caso reforça a importância do reconhecimento desta forma rara de apresentação cutânea da sífilis secundária.

Palavras-chave: Sífilis. Sífilis secundária. Pitiríase liquenóide e varioliforme aguda. Caso clínico.
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Introduction

Syphilis is an infectious disease caused by Treponema 
pallidum that has long been known for its heteroge-
neous clinical presentation1. If untreated, it can progress 
through four distinct stages: primary, secondary, latent, 
and tertiary1. Diagnosing secondary syphilis can be par-
ticularly challenging in daily practice due to its diversified 
skin manifestations. It is historically known as “the 
great imitator” since it can mimic several other conditions 
such as psoriasis, lichen planus, folliculitis, or pityriasis 
lichenoides chronica1. In addition, unusual clinical man-
ifestations of syphilis are more common in human immu-
nodeficiency virus (HIV)-positive patients2. To highlight 
a particularly rare form of presentation, with few cases 
well-reported in the literature3-5, we present  a case of 
pityriasis lichenoides et varioliformis acuta (PLEVA)-like 
secondary syphilis in a HIV-positive patient.

Clinical case

A 33-year-old male presented to the emergency 
department (ED) with a 3-month history of a skin rash 
that started with generalized erythematous macules. In 
the week before presenting to the ED, the lesions had 
progressed to multiple generalized papulovesicles and 
papules with central necrosis and serohemorrhagic 
crusts, some exhibiting a “collarette” scale, with no pain 
or pruritus. There was concomitant nasal discharge, 
earache, and fever, with no mucosal lesions. The 
patient referred that the lesions had appeared after an 
occasional job at a poultry farm. He denied high-risk 
behavior for sexually transmitted infections (STI) but 
mentioned a bisexual behavior.

Regarding his medical history, the patient had been 
diagnosed with HIV-1 infection 5 years before but then 
missed all subsequent appointments and abandoned 
treatment. A month and a half before the observation in 
the ED, he had returned for a follow-up of HIV infection. 
His viral load was 33.900 copies/mL and CD4 lympho-
cyte count was 632/mm3 serologic tests for syphilis 
(venereal disease research laboratory [VDRL] test and 
chemiluminescence assay [CLIA]) were all negative. He 
did not return to initiate antiretroviral therapy.

Physical examination demonstrated multiple general-
ized infiltrated erythematous papules, papulovesicles, 
and plaques, predominantly on the face and dorsum, 
with a varioliform-like appearance (Fig.  1A and B). 
Several lesions had already ulcerated and were cov-
ered with a serohemorrhagic crust, resembling a 
“tache-noir”. Some of the rounded lesions presented a 

“collarette” scale, particularly on his back (Fig. 2A) and 
feet (Fig. 2B). No mucosal lesions were identified in the 
oral, genital, or anal regions. There was also general-
ized lymphadenopathy. The clinical hypothesis of 
PLEVA, rickettsiosis, disseminated fungal infection, 
and syphilis was considered.

A skin biopsy revealed interface dermatitis with a 
predominantly superficial lymphohistiocytic infiltrate, 
compatible with the suggested diagnosis of PLEVA. 
Serologies (Rickettsia, hepatitis B, and hepatitis C 
virus), and tissue culture (for mycobacteria and fungi) 
excluded other relevant infections. Both treponemal 
and non-treponemal tests were positive (VDRL 1:256; 
CLIA positive). Since the previous blood sample 
(1  month and a half before) was still preserved in 
the laboratory, the VDRL test was repeated, after dilu-
tion,  to exclude a prozone effect, and was negative. 
Immunohistochemical staining using polyclonal anti-
bodies anti-T. pallidum (MAD-000624QD from Master 
in vitro, Sevilla, Spain) in skin tissue revealed the pres-
ence of multiple spirochetes on the epidermis and der-
mis, predominantly surrounding the superficial vessels 
(Fig. 3).

The diagnosis of PLEVA-like early secondary syphilis 
was assumed, and a single dose of 2.4 million units of 
intramuscular benzathine penicillin was prescribed. 
The patient later revealed that he occasionally engaged 
in transactional sex with men. The remaining workup 
did not reveal any other STI (Chlamydia Trachomatis, 
Neisseria Gonorrhoeae, hepatitis B and C viruses). He 
returned after 3 months, with near-complete resolution 
of skin lesions and negative VDRL titers. We were lost 
to follow-up after failing four scheduled appointments.

Discussion

Dermatologists and other clinicians should be aware 
of the high diversity of syphilis’ clinical presentation and 
this awareness seems to be more important than ever 
when we look through the current data on the epide-
miology of the disease. In spite of not being as common 
as other STIs, syphilis is a systemic condition with an 
increasing frequency over the last decade6,7. Indeed, a 
recently published report by the European Center for 
Disease Prevention and Control revealed that although 
there has been a deceleration in the escalation of syphilis 
cases compared to the period of 2010-2017 (with annual 
rates ≤ 7.0/100,000 population), the incidence of con-
firmed syphilis cases in 2019 surpassed that of preceding 
years, reaching a rate of 7.4/100,000 population8. The 
majority of cases in high-income countries occur in men 
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who have sex with men, with a considering proportion of 
these patients having a HIV coinfection2,9. The diagnosis 
of syphilis in patients coinfected with HIV poses a clinical 
challenge due to their heightened susceptibility to develop 
atypical cutaneous manifestations2.

PLEVA is a rare cutaneous inflammatory condition 
more frequent in young adults and children10. The 
pathogenesis of the condition remains poorly under-
stood-several theories have been suggested, including 
a hypersensitivity reaction that represents an aberrant 

immune response to bacterial, viral, or protozoal infec-
tions10. It typically presents as an acute and recurrent 
skin eruption with a predilection for the trunk, skin 
flexures, and proximal extremities-and with no mucosal 
involvement10. It is characterized by multiple papules 
and papulovesicles that rapidly evolve to central necro-
sis and serohemorrhagic crusts10. Occasionally, 
patients can experience some infectious symptoms, 
usually before skin lesions. Some patients might 
develop a Mucha-Habermann disease - de novo or as 

Figure 1. A and B: skin presentation on the face and dorsum. Multiple erythematous papules and papulovesicles, 
some of which have already a necrotic center and are covered by a serohemorrhagic crust.

a b

Figure 2. A and B: skin presentation on the dorsum and feet. Rounded brown‑to‑red papules covered by a 
“collarette” scale.

a b
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a progression from a pre-existing PLEVA -, which 
seems to be an intensified version of PLEVA, with a 
more severe clinical presentation and associated 
symptoms11.

Regarding our case, the fact that our patient had a 
past medical history of an uncontrolled HIV infection 
and of unprotected sexual intercourse led us to think 
of the possibility of an atypical presentation of second-
ary syphilis. The ulcerated pustular eruption as a vari-
ant of secondary syphilis-higher intensity reported in 
HIV-coinfected patients-that can mimetize PLEVA 
describes this case perfectly. The non-occurrence of 
Jarisch-Herxheimer reaction led us to avoid the histor-
ical nomenclature “malignant syphilis” to describe this 
case of secondary syphilis. In the authors’ opinion, it 
is plausible that certain cases reported in the literature 
as PLEVA or Mucha-Habermann in HIV patients could 
potentially represent the ulcerated pustular eruption of 
secondary syphilis, which might lead clinicians to be 
misled by a false-negative VDRL test.

The fact that he mentioned a 3-month evolution of 
skin lesions, but had negative serologic tests (both 
VDRL and CLIA) for syphilis 1 month and a half after 
the beginning of the cutaneous rash is interesting, and 
should be discussed, but remains to be completely 
understood. We could have had a prozone phenomenon 
on VDRL, but a false-negative in a CLIA test occurs in 
< 1% of the cases12. With that being said, we assumed 
an early secondary syphilis, with two main possibilities 
that might justify the whole picture: (1) skin lesions had 
< 3 months of evolution-several reports of simultaneous 
manifestations of primary and secondary syphilis in HIV 
patients, which shortens the time to for the appearance 
of secondary syphilis’ cutaneous manifestations; (2) or 
there was another cause for the initial multiple erythem-
atous macules that was not detected in the emergency 
room or on the following outpatient appointment.

All these findings and discussion highlight the need 
for clinicians to be aware of this differential diagnosis, 
to be excluded when there is a context that makes it 
plausible. Furthermore, it reinforces the fact that second-
ary syphilis might have several cutaneous presentations, 
particularly in HIV patients, and dermatologists have an 
extremely important role in reducing the impact of the 
disease in our community with the right treatment.

Conclusion

In conclusion, heightened awareness of the various 
clinical forms of syphilis is imperative for clinicians, 
particularly dermatologists. This awareness is amplified 
by the escalating prevalence of syphilis despite its rel-
ative rarity compared to other STIs - recent epidemio-
logical data, including a report from the European 
Center for Disease Prevention and Control, under-
scores the persistent increase in syphilis cases, with a 
considering proportion of those patients being HIV-
coinfected individuals. Ultimately, this clinical case 
emphasizes the pivotal role of dermatologists in effec-
tively addressing diverse presentations of syphilis 
within our community.
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Figure 3. Detection of Treponema pallidum using 
immunohistochemical technique. Multiple spirochetes 
(black arrow) were detected on the epidermis and dermis 
using polyclonal antibodies directed against T. pallidum in 
paraffin‑embebbed skin biopsy samples. The spirochetes 
were predominantly deposited around the vessels, 
particularly the superficial plexus (immunohistochemistry 
with anti‑T. pallidum antibody × 200).
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Abstract

Genital herpes is mostly caused by the herpes simplex virus type  2 and is frequent in patients infected with the human 
immunodeficiency virus. In this setting, the disease may have atypical clinical presentations, including an unusual pseudotumoral 
hypertrophic form that may cause diagnostic and therapeutic problems, which usually shows an unsatisfactory response to 
first-line systemic antiretrovirals. The authors report a case of hypertrophic genital herpes refractory to oral acyclovir treatment 
and effectively treated with surgical excision, with no recurrence after the procedure.

Keywords: Herpes simplex. Herpes genitalis. Vulvar diseases. Human immunodeficiency virus infections. Surgical procedures.

Resumo

O herpes genital é causado principalmente pelo vírus herpes simplex tipo 2, sendo frequente em pacientes infectados pelo vírus 
da imunodeficiência humana. Nesses casos, a doença pode ter uma apresentação clínica atípica, incluindo a forma hipertrófica, 
que pode passar despercebida ou ser confundida com outros diagnósticos mais prevalentes. Os antivirais sistémicos de primeira 
linha apresentam resposta insatisfatória nessa rara forma de apresentação. Os autores relatam um caso de herpes genital 
hipertrófico refratário ao tratamento com aciclovir e efetivamente tratado com excisão cirúrgica, sem recidiva após o procedimento.

Palavras-chave: Herpes simples. Herpes genital. Doenças vulvares. Infecções por HIV. Procedimentos cirúrgicos operatórios.
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Introduction

Herpes simplex virus (HSV) infection is the leading 
cause of genital ulcers worldwide. HSV type 2 (HSV-2) 
is the most frequently associated serotype; however, 
genital lesions can also be caused by HSV type  1 
(HSV-1), presenting with a less severe form and with 

less chance of recurrence1-4. The incubation period of 
the virus can range from 2 to 12 days, with an average 
of 4  days1. Primo-infection is usually asymptomatic, 
with symptomatic patients showing multiple, wide-
spread, and painful ulcerations on the genitalia2.

In recurrences, the most common presentation is 
characterized by 2-3  mm erythematous papules, 
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followed by formation of clustered vesicles with citrine 
content that break up and give rise to painful ulcer-
ations1,4,5. However, in immunosuppressed patients, 
HSV infection may present in different forms such as 
generalized papular eruption, verrucous papules mim-
icking condyloma, and more rarely as a pseudotumoral 
hypertrophic form, which can simulate squamous cell 
carcinoma5-8.

These atypical presentations of HSV infection require 
a high degree of clinical suspicion, as well as knowl-
edge of specific therapeutic modalities.

In this context, the authors report a case of hyper-
trophic genital herpes (HGH) in a patient with concom-
itant infection by human immunodeficiency virus (HIV), 
which was unsuccessfully treated with oral antivirals, 
and resolve after surgical excision.

Case report

A 55-year-old female patient was referred to the 
Pathology of the lower genital tract Clinic of the Santa 
Casa de São Paulo Hospital (Brazil), by the primary 
health care unit. She reported a painful vulvar vegetat-
ing mass, with approximately 1  year of evolution and 
progressive growth. The patient was diagnosed with 

HIV infection 22 years ago, with good adherence to the 
antiretroviral therapy, and an undetectable viral load 
(3  months before). She denied other comorbidities or 
chronic medication and reported that she was not sex-
ually active for the past 20 years.

A lesional biopsy performed in primary healthcare 
suggested a herpes virus infection. Thus, the was 
treated with oral acyclovir at the maximum dose 
(800  mg 4/4  h) for about 3  months with continu-
ous-lesional growth.

General physical examination was normal and vulvar 
examination revealed a rounded exophytic mass, with 
granulomatous appearance, ulcerated areas, and cov-
ered with purulent secretion, with approximately 4 cm, 
in the lateral face of the right labia majora (Fig. 1). In 
this context, the hypothesis of HGH was considered. 
Moreover, due to the failure of acyclovir therapy, the 
patient underwent surgical excision under local anes-
thesia (Fig.  2). Topical imiquimod was not part of the 
treatment of the patient reported in this case. The med-
ication was unavailable in the service.

The final histopathological analysis revealed an 
ulcerated herpetic vulvitis with an intense acute inflam-
matory reaction and multinucleated cells (Fig.  3). 
Immunohistochemistry revealed immunoexpression of 

Figure 1. Pseudotumoral hypertrophic genital herpes 
simplex virus infection in the right labia majora.

Figure 2. Immediate post‑operative image.
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associated HSV-1 and HSV-2 (Fig. 4). Therefore, it was 
decided to maintain oral acyclovir (800  mg 4/4  h) for 
30  days. After a follow-up of 12  months, the patient 
remains stable with no recurrences.

Discussion

HGH is a rare presentation of HSV genital infection 
that has been described in immunocompromised 
patients7, especially in association with HIV infection6. 
The reason why this hypertrophic variant is more 

prevalent in HIV-positive patients is uncertain, as it 
appears to have no relation with CD4+ T lymphocyte 
count, nor with the immunosuppression5,8. Possible 
immunological mechanisms for the development of 
hypertrophic lesions include increased production of 
tumor necrosis factor  -alpha by factor XIII-positive 
plamocytoid dendritic cells, promoting a growth of kera-
tinocytes and consequent acanthosis and hyperkerato-
sis. Furthermore, the decreased production of 
interferon -gamma, which regulates the activity of kera-
tinocytes, may also contribute to its development3,5.

This atypical manifestation is characterized by the 
presence of painful, well-defined exophytic masses 
with an irregular and ulcerated surface. The lesions are 
usually located in the perianal region, vulva, penis, and 
scrotum, but there are reports of similar extragenital 
lesions3,7.

The diagnosis depends on a high level of clinical 
suspicion with clinicopathological correlation, being 
fundamental for the exclusion of other infectious or 
non-infectious causes (genital condyloma and squa-
mous cell carcinoma for example)6,7. Histopathology 
and virus identification support the diagnosis, but very 
small samples may be insufficient for diagnostic con-
firmation, due to the intense inflammatory response 
that can mask the diagnosis5. Histopathology shows a 
variable hyperplasia of the epidermis, with multinucle-
ated epithelial cells and dense mixed inflammatory infil-
trate composed of lymphocytes, plasma cells, and 
eosinophils. The identification of HSV in the lesion can 
be obtained by polymerase chain reaction or immuno-
histochemical methods9.

HSV infections in immune compromised patients should 
be treated with first-line systemic antivirals such as acy-
clovir (intravenous or oral) valacyclovir and famciclovir 
(foscanet and cidofovir can be used as a second-line 
treatment). However, atypical presentations of HSV infec-
tions, including HGH, are frequently resistant to antivirals. 
Thus, surgical excision may be considered, as in the 
present case8,10. A combined therapy of surgical excision 
with prophylactic antiretroviral drugs may also be an 
option. Finally, despite the lack of randomized studies, 
topical imiquimod and oral thalidomide have been 
described as an effective topical treatment for hypertro-
phic lesions in immunocompromised patients8,11,12.

Conclusion

HGH is a rare presentation of HSV genital infection, 
which must be included in the differential diagnosis of 
vegetating anogenital lesions in immunocompromised 

Figure 3. Final histopathological result showing an 
intense acute inflammatory infiltrate and multinucleated 
cells in a microscopic magnification of ×4.

Figure 4. Immunohistochemistry revealing 
immunoexpression of associated herpes simplex virus 
type 1 and herpes simplex virus type 2 (research of 
polyclonal antibodies to herpes simplex virus type 1, 
type 2, and treponema through the polymer amplification 
system ENVISION).
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patients, especially in HIV infection. Biopsy is crucial 
to exclude other infectious and non-infectious causes. 
In the therapeutic approach, the likely resistance of this 
atypical form to antivirals must be considered, and 
additional topical imiquimod and surgical excision may 
be effective alternatives.
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CASE REPORT

Abstract

An 80-year-old male presented with a 3-year history of progressive violaceous and edematous plaques on both hands. The 
remaining physical examination was unremarkable and systemic symptoms were absent. All complementary investigations 
were negative, including serology testing for human immunodeficiency virus. Skin biopsy revealed a dermal vascular prolifer-
ation, composed of angulated vessels dissecting collagen bundles, lined by flattened endothelial cells without atypia. Immu-
nohistochemistry showed positive staining for human herpesvirus 8, CD31, and erythroblast transformation-specific-related 
gene, confirming the diagnosis of lymphangioma-like Kaposi’s sarcoma (LLKS). LLKS represents a rare pathological variant 
of all Kaposi’s sarcoma (KS) subtypes, which is noticeable for the lymphangioma-like spaces that are usually only focally 
found. We present a case of LLKS as a variant of classic KS to raise awareness among dermatologists for this uncommon 
morphologic expression of KS and its distinctive histologic pattern.

Keywords: Kaposi sarcoma. Lymphangioma. Human herpesvirus-8. Pathology.

Resumo

Um homem de 80 anos apresentou um quadro progressivo com 3 anos de evolução de placas violáceas e edematosas em 
ambas as mãos. O restante exame físico não revelou alterações e sintomas sistémicos estavam ausentes. Todos os exames 
complementares foram negativos, incluindo a serologia para VIH. A biopsia cutânea revelou uma proliferação vascular dérmi-
ca composta por vasos angulados, revestidos por células endoteliais achatadas sem atipia, que dissecavam os feixes de 
colagénio. A  imunohistoquímica revelou positividade para HHV-8, CD31 e ERG, confirmando o diagnóstico de sarcoma de 
Kaposi semelhante a linfangioma (SKSL). O SKSL representa uma variante histológica rara de todos os subtipos de sarcoma 
de Kaposi (SK), que se destaca pelos espaços semelhantes a linfangiomas, normalmente encontrados apenas de forma 
focal. Apresentamos um caso de SKSL como uma variante do SK clássico para sensibilizar os dermatologistas para esta 
expressão morfológica incomum de SK e para o seu padrão histológico distinto.

Palavras-chave: Sarcoma de Kaposi. Linfangioma. Herpesvírus humano 8. Patologia.
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Introduction

Kaposi’s sarcoma (KS) is a low-grade vascular neo-
plasm caused by human herpesvirus 8 (HHV-8) with a 
broad spectrum of clinicopathological manifestations1.

For the past decades, multiple histologic variants of 
KS have been reported, namely the lymphedematous 
subtypes, which include lymphangioma-like KS (LLKS), 
lymphangiectatic KS, and bullous KS2.

LLKS corresponds to < 5% of all reported KS cases 
and is mostly defined by the presence of ectatic vas-
cular spaces with a labyrinthine architecture that dis-
sects collagen bundles3.

We hereby present the case of a patient with lymph-
angioma-like classic KS, reviewing the clinical and 
pathological features of this rare entity.

Case report

An 80-year-old male, without relevant past medical 
history, presented to our department with erythematous 
to violaceous edematous plaques on the dorsum of 
both hands, especially on his right side (Fig. 1). These 
were soft and easily compressible lesions which had 
been slowly growing for 3 years and were now starting 
to limit his daily activities. On physical examination, no 
other mucocutaneous lesions were identified and 
lymph nodes were not palpable.

The patient denied any systemic symptoms, as well 
as prior malignancy or radiation therapy.

Routine laboratory workup, including complete blood 
count, was normal and serology testing for human 
immunodeficiency virus was negative. Additional inves-
tigation included a chest X-ray, an abdominal computed 
tomography scanning, and a fecal occult blood test, 
which were all negative.

A skin punch biopsy was performed on the dorsum 
of the right hand and revealed an ill-defined vascular 
proliferation on the dermis admixed with an inflamma-
tory infiltrate of lymphocytes and rare plasma cells 
(Fig.  2A). The proliferation was composed of anasto-
mosing angulated spaces lined by flattened endothelial 
cells, dissecting collagen bundles and surrounding 
pre-existing adnexal structures and blood vessels 
(Fig.  2B). No significant cytological atypia or mitoses 
was observed. There was no relevant hemosiderin 
deposition. Immunohistochemistry showed diffuse pos-
itive staining for HHV-8 (Fig.  3), as well as positive 
expression of CD31 and erythroblast transforma-
tion-specific-related gene (ERG) by endothelial cells.

A diagnosis of lymphangioma-like Kaposi sarcoma 
(LLKS) was established. Therapeutic options were dis-
cussed but the patient declined any treatment, so a 
“wait-and-see” approach was adopted. At the last fol-
low-up visit, his lesions remained stable.

Discussion

KS is a multifocal vascular neoplasm with four epi-
demiological subtypes recognized by the World Health 
Organization: classic or mediterranean, endemic or 
African, iatrogenic or post-transplant and epidemic or 
Acquired immunodeficiency syndrome-associated4.

Mucocutaneous lesions of KS typically evolve from 
early macules (patch stage) into plaques (plaque stage) 
that may later grow into larger nodules (tumor stage)1. 
Extracutaneous locations, most commonly lymph nodes, 
lungs, or the gastrointestinal tract, may also be affected1.

Histologic features of KS vary with the stage of the 
lesion (patch, plaque, or nodule) but generally include 
ill-defined fascicles of spindle cells associated with 

Figure 1. Violaceus and edematous plaques on the 
dorsum of the right hand and fingers.
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slit-like vascular spaces that dissect the dermis and 
sometimes circulate around adnexal structures and 
pre-existing native vessels (“promontory” sign)5. A lymph-
oplasmacytic inflammatory infiltrate, extravasated red 
blood cells, hemosiderin deposits, and occasional hya-
line globules are additional histologic clues1,5.

Over the years, numerous pathological KS variants 
have been described such as anaplastic, bullous, telan-
giectatic, keloidal, verrucous, micronodular, ecchymotic, 

pyogenic granuloma-like and the lymphedematous sub-
types, which comprise lymphangiectatic, lymphangio-
ma-like and bullous KS1,2.

Lymphangioma-like KS (LLKS) corresponds to < 5% 
of all reported KS cases and may virtually occur in all 
epidemiological settings6, although Ramirez et al. sug-
gest a higher prevalence in patients with classic KS5.

Previous irradiation and chronic lymphedema have 
been hypothesized as risk factors for the development 
of LLKS, but their presence is not mandatory7,8.

Clinically, LLKS is characterized by the presence of 
tense vesiculobullous lesions with a serious content9,10. 
However, blisters are not always present and, in some 
cases, the clinical presentation may be indistinguish-
able from typical KS lesions6.

This entity affects mainly the extremities and is more 
frequent in males, usually above the sixth decade of 
life11,12, although a lower mean age at onset (45.1 years) 
has been reported in 20176.

On histology, LLKS stands out for its distinctive anas-
tomosing networks of ectatic vessels in the dermis, 
which are lined by a layer of flat endothelial cells with 
no - or very mild - atypia3,5, resembling the dilated lym-
phatic channels of a lymphatic tumor, such as a benign 
lymphangioendothelioma/acquired progressive lymphan-
gioma2. By contrast to classic KS, there is no prominent 
population of spindle cells13 and red blood cells, lympho-
cytes or thrombi are usually absent in those spaces5.

These findings are normally found in up to 50% of the 
lesional tissue, with adjacent typical KS histologic fea-
tures that make the diagnosis easier5. On the other hand, 
when lymphangioma-like spaces occupy the entire 
lesion, differential diagnosis with other vascular tumors 
such as hemangiomas or hemangioendotheliomas may 
be challenging3. Immunohistochemical studies with pos-
itive staining for endothelial cell markers (CD31, CD34, 
and ERG), lymphatic markers (D2-40) and especially for 
HHV-8 may be key for confirming the diagnosis7,14.

The treatment of LLKS is similar to conventional KS, 
depending on the patient’s symptoms, immune status, 
the number of lesions, and the involvement of extracu-
taneous sites6.

Unlike other KS histologic variants2, LLKS seems to 
have prognostic significance, with a more indolent 
course than the traditional classic subtype6. This helped 
to further validate the “wait-and-see” option taken 
together with the patient in our case.

We believe this case is a good example of lymphangi-
oma-like classic KS, presenting with the typical histologic 
features but some less common clinical findings as the 
absence of bullae.

Figure 2. A: vascular proliferation with numerous thin‑
walled ectatic vessels dissecting collagen bundles and 
anastomosing lymphangioma‑like spaces (hematoxylin 
and eosin [H&E], ×10); B: lymphangioma‑like ectatic 
immature vessels lined by single‑layered endothelial cells 
with isolation of one pre‑existing vessel (H&E, ×100).

b

a

Figure 3. Positive diffuse immunostaining for human 
herpesvirus 8.
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A 65-year-old man with a history of alcohol abuse 
presented with cicatricial alopecia and whitish sclerotic 
plaques in the upper chest, distributed mainly on the V 
area of the lower neck and lower sternum (Fig.  1). In 
addition, physical examination revealed a hyperpig-
mented area of hypertrichosis on the interparietal and 
left parietal region (Fig. 2).

Laboratory evaluation showed iron overload and ele-
vated transaminases. Antinuclear antibodies and infec-
tious serologies, including borrelia, were negative. 
A  cutaneous biopsy of the scalp and neck was com-
patible with morphea, and thus, narrow band ultraviolet 
B phototherapy was initiated.

One month later, the patient reported blistering and 
crusting of the forearms. Urine analysis revealed 
increased uroporphyrins establishing the diagnosis of 
porphyria cutanea tarda (PCT). The patient was started 
on bimonthly phlebotomies, and photoprotection and 
alcohol withdrawal were recommended.

Sclerodermiform changes have been reported in 2% 
of PCT patients1,2. Clinically, lesions may resemble mor-
phea, presenting with hyperpigmentation rather than a 

peripheral lilac ring3,4. Scalp lesions may present as scar-
ring alopecia, also called alopecia porphyrinica3. Isolated 
sclerodermiform changes, without the typical clinical pic-
ture of PCT, pose a diagnostic challenge. Histopathology 

Received: 20-04-2023

Accepted: 26-07-2023

DOI: 10.24875/PJDV.23000030

Port J Dermatol and Venereol.

Figure 1. White‑yellow atrophic plaques in the “V” area 
of the upper chest with a hyperpigmented border.
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cannot reliably distinguish morphea from sclerodermiform 
PCT4. Given the clinical and pathological resemblance, 
one must consider this alternative diagnosis, especially 
when facing therapy failure.

Figure 2. Alopecic patches on the scalp and 
hyperpigmented area of hypertrichosis on the 
interparietal and left parietal region.
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A 28-year-old woman, with no history of interest, 
consulted for hair loss for at least 10 years with no 
apparent associated trigger. On examination, a bilateral 
frontotemporal pillar loss was observed (Figs. 1A and 
1B), coinciding with the area of tightness of her ponytail 

hairstyle. She related that ever since she could 
remember, she always combed her hair taut with a 
rubber band. On trichoscopy, fine hair was noted with 
no other trichoscopic findings, except for seborrheic 
dermatitis of the scalp. With the diagnosis of tractional 

Tractional alopecia
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Figure 1.  A: loss of the right and B: left frontotemporal pillar, in a linear fashion and limited to the region of greatest 
tension due to the ponytail. Seborrheic dermatitis of the scalp can also be observed.

a B

https://crossmark.crossref.org/dialog/?doi=10.24875/PJDV.23000043&domain=pdf


Port J Dermatol and Venereol. 2023;81(4)

296

alopecia, measures emphasizing the change of hairstyle 
and off-label use oral minoxidil 1mg/day werre initiated, 
with evident improvement after 3 months of treatment.

Tractional alopecia is a type of alopecia caused by 
continuous exposure to pulling forces on the scalp, 
typically pigtails, rubber bands or helmets, which 
initially cause reversible hair loss, but without treatment, 
lead to scarring alopecia1,2. Its early recognition by 
every doctor and the recommendation to avoid elements 
that pull the hair are important.
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Hair graying is a sign of aging that results from com-
plex melanogenesis regulation, determined by multiple 
intrinsic and extrinsic factors. Treatment options for can-
ities are currently under investigation. Drug-induced hair 
repigmentation is infrequently reported in the literature. 
Available reports document hair repigmentation follow-
ing treatment with psoralen or vitamin supplementation, 
but also with anti-inflammatory medications (such as 
thalidomide, adalimumab, acitretin, prednisone, or cyc-
losporin), stimulators of melanogenesis (latanoprost, 
erlotinib, imatinib, tamoxifen, and levodopa), clofazi-
mine, or captopril1.

A 76-year-old male was diagnosed with urticarial der-
matitis, following complete clinical, analytic, and histo-
logical work-up. His chronic medication included 
bisoprolol, furosemide, Serenoa repens, and rosuvas-
tatin. Treatment was initiated with a 4-week tapering 
course of oral prednisolone. Then, cyclosporine was 
introduced (3.5  mg/kg/day). Three months later, there 
was significant clinical response. At that same time, the 
patient reported hair repigmentation following several 
years of canities. There was no other identifiable cause, 
other than cyclosporine treatment, for this atypical 
complaint. Therapy was maintained for 9 months. Hair 
whitening resumed 2  months after its cessation and 
there was canities at 11-months follow-up.

Case reports of hair repigmentation attributed to 
drugs known to inhibit pro-inflammatory cytokine activity 

are relatively scarce and treatment duration ranges from 
2 to 24 months1. To the best of our knowledge, only two 
other cases of hair repigmentation induced by cyclospo-
rine have been reported2,3. The mechanism supporting 
this association is relatively unknown. Pro-inflammatory 
cytokines seem to inhibit melanogenesis and aging 
melanocytes may induce an inflammatory environment 

Received: 22-05-2023

Accepted: 14-07-2023

DOI: 10.24875/PJDV.23000044

Port J Dermatol and Venereol.

Available online: 30-08-2023 

Port J Dermatol and Venereol. 2023;81(4):297-298

www.portuguesejournalofdermatology.com 

2795-501X / © 2023 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/).

Figure 1. Complete hair repigmentation after several 
years of canities.
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around the hair follicle bulb. The inhibition of these cyto-
kines may resume melanogenesis1. Even though only a 
limited number of patients treated with such drugs 
develop hair repigmentation, these reports show that 
hair graying might not be an irreversible process.
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Dear Editor,
The anti-NXP-2 is one of a myositis-specific autoantibody 

considered a marker of dermatomyositis (DM)1,2. In addi-
tion, there is a strong relationship between NXP-2 autoan-
tibodies and calcinosis, particularly in juvenile DM2. In this 
context, we reported an atypical presentation and evalua-
tion of a patient with anti-NXP-2 positive juvenile DM.

A female patient presented with whitish papules on her 
right forearm at 8 years of age. Seven years thereafter, the 
patient had proximal muscle weakness of the upper and 
lower limbs associated with transmission dysphagia, ele-
vated CPK (maximum 350U/L), magnetic resonance 
imaging of the thighs with evidence of muscle edema, and 
a non-specific muscle biopsy. There was calcinosis over 
the previous lesion on the right forearm (Fig. 1A) as well 
as on other pressure points (such as armpits and posterior 
face of the knees). She denied any cutaneous changes, 
including heliotrope rash, Gottron’s papules, and sign. 
A skin biopsy of the whitish papules revealed mild peri-
vascular and perianexal dermatitis with foci of vacuolar 
alterations at the basal epidermal layer and dermal muci-
nosis. With the diagnostic hypothesis of an inflammatory 
myopathy, she was treated with high-dose oral glucocor-
ticoid 1 mg/kg/day, methotrexate (20 mg/week), colchicine 
(1.0  mg/day), and a calcium channel blocker with a 

sustained clinical and laboratorial response, except for a 
minor muscle outbreak at the beginning of the disease. 
Glucocorticoid was discontinued after three  years and 
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Figure 1. A: cutaneous calcinosis in the right upper limb, 
where previously was a hypopigmented lesion. 
B: appearance of the right upper limb after one year of 
surgical removal of the calcinosis.
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methotrexate dose was reduced from 20 to 15 mg/week. 
There was no further calcinosis and the patient decided 
to undergo surgical removal of the old ones in 2022 
(Fig. 1B). In March 2023 at the age of 20 in our tertiary 
service, she was clinically and laboratory-stable and spe-
cific autoantibodies for myositis were strong positive only 
for anti-NXP-2 autoantibody  (EUROLINE autoimmune 
myositis 16 Ag, Euroimmun, Lübeck, Germany).

In conclusion, myositis-specific antibodies can con-
tribute to the diagnosis of DM, especially in cases of 
atypical presentation, as in the reported case.
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