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pro-inflamatorias inatas e citocinas adaptativas de células
T (especialmente as citocinas Th17, IL-17 e IL-22) na pele
lesionada da PRP, sugerindo o papel da via IL-23-Th17 na
patogénese da doenca.’ De fato, os antagonistas da inter-
leucina 17 (IL-17), IL-23 e IL-12/23 tém sido utilizados com
sucesso.? ™6

A resposta da paciente ao ustequinumabe apos falha das
terapias convencionais fornece evidéncias adicionais para o
papel da via IL-23-Th17 na patogénese da doenca e a eficacia
dos agentes anti-IL12/23.
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de tirosino-quinases de grande importancia na cascata de
sinalizacao intracelular que, quando ativadas por citoqui-
nas e fatores de crescimento, atuam sobre os transdutores
de sinal e ativadores de transcricao (STAT), permitindo
sua dimerizacdo e translocacao até o nucleo, regulando a
expressao e transcricdo génica.' Essa via de sinalizacao,
chamada de JAK/STAT, relaciona-se com diversas funcoes
biologicas, como proliferacao, apoptose, diferenciacao,
regulacdo imunoldgica e também hematopoiese.?

Os inibidores da JAK (iJAK) sao promissores no trata-
mento de diversas doencas reumatologicas, hematologicas
e dermatologicas. Os iJAK sdao pequenas moléculas capazes
de bloquear a ligacdo da JAK ao seu dominio intracelular
dos receptores de citoquinas, impedindo sua fosforilacao e
a dimerizacao da STAT, abolindo a transducao do sinal via

644


https://doi.org/
http://www.abd.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.abdp.2024.04.014&domain=pdf
https://doi.org/10.1016/j.abd.2023.07.010
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0030
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0045
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
https://orcid.org/0000-0002-2388-0683
https://orcid.org/0000-0001-7904-998X
https://orcid.org/0000-0002-9068-3225
https://orcid.org/0009-0006-3332-7757
https://orcid.org/0000-0002-1561-414X
https://orcid.org/0000-0002-8807-2556
mailto:rodriguezraissaa@gmail.com
https://doi.org/10.1016/j.abdp.2024.04.008
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.abdp.2024.04.014&domain=pdf
https://doi.org/10.1016/j.abd.2023.07.001
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
https://orcid.org/0000-0002-5491-8509
https://orcid.org/0000-0003-4776-2312
https://orcid.org/0000-0002-2292-5181
mailto:scpopadic@gmail.com
https://doi.org/10.1016/j.abdp.2023.11.019
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.abdp.2024.04.014&domain=pdf
https://doi.org/10.1016/j.abd.2023.08.014
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0065
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0070
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0075
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0080
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0085
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0090
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0095
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0100
https://orcid.org/0000-0002-4256-5734
https://orcid.org/0000-0002-4556-1763
https://orcid.org/0000-0003-3365-0280
mailto:johnveasey@uol.com.br
https://doi.org/10.1016/j.abdp.2024.04.018
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.abdp.2024.04.014&domain=pdf
https://doi.org/10.1016/j.abd.2023.07.009
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0035
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0040
dx.doi.org/10.1111/jdv.19046
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0050
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0055
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
http://refhub.elsevier.com/S2666-2752(24)00070-5/sbref0060
https://orcid.org/0000-0002-9032-787X
https://orcid.org/0000-0003-0354-7127
https://orcid.org/0000-0003-4278-3106
https://orcid.org/0009-0007-8165-9593
https://orcid.org/0000-0003-0402-6382
https://orcid.org/0000-0002-9185-0216
mailto:bgranja@campus.ul.pt
https://doi.org/10.1016/j.abdp.2024.04.007
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.abdp.2024.04.014&domain=pdf
https://doi.org/10.1016/j.abd.2023.05.010

Anais Brasileiros de Dermatologia 2024;99(4):635-649

Figura 1

(A) Multiplos nddulos eritematosos na perna direita no inicio do quadro. (B) Infiltrado rico em neutrofilos formando

pequenos abscessos na derme e tecido subcutaneo (Hematoxilina & eosina, 200x).

Figura 2
da parede com neutrofilos (Hematoxilina & eosina, 400x).

JAK/STAT e, consequentemente, inibindo a resposta pro-
-inflamatoria.’

As diferentes JAK podem ser bloqueadas seletivamente
ou em conjunto, tornando possivel o desenvolvimento de
tratamentos direcionados e com menos reacdes adversas. O
primeiro iJAK aprovado para o tratamento de doencas autoi-
munes foi o tofacitinibe, uma pequena molécula sintética
que tem como alvo as JAK1 e JAK3, com menor acao sobre
JAK2 e TYK2. A aplicacéo dos iJAK nas doencas inflamatoérias
e autoimunes cresce com o passar dos anos, e ja é utilizada
no tratamento da artrite reumatoide (AR), artrite psoriasica,
lUpus eritematoso sistémico, dermatomiosite, colite ulcera-
tiva, mielofibrose, policitemia vera, alopecia areata, vitiligo
e dermatite atopica.*

Examinamos uma paciente do sexo feminino com histo-
rico de AR soropositiva. A paciente usou diversos esquemas
medicamentosos e apenas atingiu bom controle da doenca
com o seguinte esquema: etanercepte, sulfassalazina e
hidroxicloroquina. Esse tratamento controlou a doenca e foi
usado por trés anos consecutivos.

(A) Acimulo de neutrdfilos na derme papilar (setas) - Hematoxilina & eosina, 200x. (B) Vasculite com necrose fibrinoide

No primeiro semestre de 2020, a paciente evoluiu com
atividade e piora da AR, com artrite de maos e punhos; na
metade aquele ano, apresentou as primeiras manifestacoes
cutaneas (doenca extra-articular), caracterizadas por nddu-
los dolorosos bilaterais nas pernas, alguns com elevacao da
superficie, outros planos. A hipotese clinica foi de eritema
nodoso (fig. 1A).

As lesGes cutaneas pioraram gradativamente, algumas
evoluindo para ulceracao, outras tendo somente infiltracao,
extremamente dolorosas e com alto impacto na qualidade
de vida. No total, haviam 12 lesGes. Culturas para fungos e
micobactérias a partir de exsudato das leses foram negati-
vas em duas ocasioes.

Foram biopsiadas duas lesdes nodulares, e a histologia
demonstrou infiltrado rico em neutrofilos formando peque-
nos abscessos difusos na derme e no tecido subcutaneo
(fig. 1B). Em alguns campos foram vistas pustulas neu-
trofilicas na derme papilar (fig. 2A), bem como vasculite
com necrose fibrinoide da parede dos vasos encimada por
neutrofilos (fig. 2B). Coloracbes especificas para fungos e
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Figura 3

Resposta terapéutica. (A) Lesdao no maléolo interno direito com infiltracdo, ulceracdo e necrose. (B) Apos 60 dias de

tratamento, com diminuicao importante da infiltracdo e ulceracao. (C) Resolucao completa em 120 dias.

Figura 4 Resposta terapéutica. (A) Lesdo no maléolo externo esquerdo com ulceracao de bordas infiltradas. (B) Apds 60 dias de
tratamento, com resolucao da ulceracdo, persistindo parte da borda infiltrada. (C) Resolucao completa em 120 dias.

microbactérias foram negativas, e os achados foram compa-
tiveis com paniculite neutrofilica reumatoide.

O esquema medicamentoso foi trocado diversas vezes
apos essa piora com manifestacao extra-articular. A paciente
fez uso, nas doses terapéuticas, de prednisona, abatacepte,
colchicina, hidroxicloroquina, metotrexato e golimumabe,
todos sem resposta articular ou cutanea.

Ha seis meses, o esquema terapéutico foi trocado para
tofacitinibe 10 mg/dia, como monoterapia com controle da
doenca articular e das manifestacoes cutaneas (figs. 3 e 4),
ocorrendo cicatrizacao total das lesoes em 120 dias. Os sin-
tomas dolorosos sumiram completamente.

A paniculite neutrofilica associada a AR é afeccao des-
crita pela primeira vez em 1988, menos frequente que o
eritema nodoso associado a AR.° A paniculite neutrofilica
surge em quadros de longa evolucao, com frequente aco-
metimento da face posterior das pernas e com ulceracéo,>®
semelhante ao presente caso, o que ajuda a diferenciar do
eritema nodoso. Histologicamente, ha infiltrado neutrofilico
na hipoderme, podendo estar acompanhada de vasculite,®
também como no caso aqui descrito.

Em uma publicacdo sobre o espectro histopatologico
de lesbes cutaneas em AR, Magro et al. descreveram trés
padrdes: granulomas em palicada, neutrofilia intersticial e
vasculopatia (linfocitica, neutrofilica ou granulomatosa).’
Interseccdes entre esses padroes sao possiveis, como neste
caso, tendo neutrofilia dérmica e hipodérmica, com vascu-
lopatia.

0 quadro clinico descrito com nossa paciente é bemraro e
deve ser de conhecimento dos dermatologistas, estando no
espectro das dermatoses neutrofilicas reumatoides.® Além
disso, a resisténcia a varios tratamentos classicos de AR e a
excelente resposta ao tofacitinibe demonstram novos usos
para essa modalidade de tratamento emergente, ja havendo
relatos de sucesso de seu uso em outras dermatoses neutro-
filicas, como o pioderma gangrenoso.’

Suporte financeiro

Nenhum.
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Terbinafina como tratamento
bem-sucedido para aspergilose
cutdnea primaria™*”

Prezado Editor,

Aspergillus é fungo saprofitico onipresente na natureza
comumente encontrado na agua do solo e na vegetacao em
decomposicdo. Os patogenos humanos mais comuns incluem

DOI do artigo original: https://doi.org/10.1016/j.abd.2023.07.011

* Como citar este artigo: Morén Ocafia JM, Coronel Pérez IM,
Rodriguez Rey EM. Terbinafine as a successful treatment in primary
cutaneous aspergillosis. An Bras Dermatol. 2024;99:659-61.

*¥ Trabalho realizado no Departamento de Dermatologia, Hospital
Universitario Virgen de Valme, Sevilha, Espanha.

Aspergillus fumigatus (85%), A. flavus (5%-10%) e A. niger
(2%-3%)."

A aspergilose geralmente ocorre em hospedeiros imu-
nocomprometidos. A aspergilose cutanea primaria (ACP)
¢é infeccdo flngica rara e invasiva da pele, mas poten-
cialmente fatal, causada por Aspergillus. Em virtude da
heterogeneidade dos aspectos clinicos, o indice de suspeicao
deve ser alto em pacientes imunossuprimidos.’

A literatura esta repleta de relatos de ACP, porém nao ha
um Unico caso relatado tratado com terbinafina em mono-
terapia.

Paciente masculino, de 74 anos, apresentou-se para
avaliacdo de tumoracao na perna direita com evolucao de
um ano. Estava em tratamento com tacrolimus, predni-
sona e micofenolato mofetil desde 2012 em decorréncia
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