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RESUMO

Dermatoscopia: uma técnica aplicavel para a diferenciagao entre lentigo
maligno e lentigo maligno melanoma? Uma revisao sistematica da literatura
Introdugdo: O lentigo maligno melanoma (LMM) € um melanoma que surge da
evolugdo do lentigo maligno (LM). Ambas as lesdes podem ter tratamentos
diferentes, por isso a distingdo entre elas € fundamental para o planejamento
terapéutico. Objetivo: Avaliar se a dermatoscopia € um método diagnostico com boa
acuracia para o diagnéstico e diferenciagao entre LM e LMM. Material e métodos:
Foi realizada uma revisdo sistematica da literatura de estudos com grau de
recomendacdo A ou B de acordo com o documento "Niveis de Evidéncia 1" do
CEBM (Center for Evidence-based Medicine) que avaliaram comparativamente a
dermatoscopia e a histopatologia do LM e LMM de pele. Utilizamos os seguintes
descritores: dermatoscopia, lentigo maligno, lentigo maligno melanoma. A selegao
dos estudos foi feita através da ferramenta QUADAS (Quality Assessment of
Diagnostic Accuracy Studies)-2, recomendada para revisbes sistematicas de
acuracia diagnostica. Resultados: No periodo de 1996 a 2018, foram encontrados
224 artigos, dos quais 14 foram incluidos para analise qualitativa e 5 para meta-
analise. O teste de Heterogeneidade (/-square) para a sensibilidade foi de 97,3% e
para a especificidade de 92,8%. A sensibilidade agrupada foi de 0,74 (Intervalo de
confianga - 1C95%: 0,69-0,78) e a especificidade agrupada de 0,78 (1C95%: 0,74-
0,82). O I-square para a Razdo de verossimilhanga (RV) positiva foi de 83,7%%,
para a RV negativa foi de 96,1% e para I-square para Odds ratio diagnostico (DOR)
foi de 90,4%. A RV positiva agrupada foi de 3,68 (IC95%: 2,21-6,13), a RV negativa
agrupada foi de 0,21 (1C95%: 0,07-0,60) e para DOR grupado foi de 28,20 (IC95%:
4,74-179,23). A area sob a curva (AUC) foi de 0,9082. Estruturas romboidais foi o
critério dermatoscopico mais frequente associado a LM/LMM. Conclusao: Embora a
dermatoscopia tenha boa acuracia no diagnostico de lesbes de LM e LMM, mais
estudos sao necessarios para determinar se a dermatoscopia é capaz de diferenciar

tais lesoes.

Palavras-chave: lentigo maligno, dermatoscopia, diagndstico, revisao sistematica,
histopatologia.



ABSTRACT

Dermoscopy: a technique applicable to the differentiation between lentigo
maligna and lentigo maligna melanoma? A systematic review

Introduction: The lentigo maligna melanoma (LMM) is a melanoma that arises from
the evolution of lentigo maligna (LM). Both lesions have different treatments, so the
distinction between them is fundamental for therapeutic planning. Objective: To
evaluate whether dermoscopy is an effective diagnostic method for differentiating
between LM and LMM. Material and methods: A systematic review of the literature
of studies with A or B recommendation grade was performed according to the Center
for Evidence-based Medicine's "Levels of Evidence 1", which compared the
dermoscopy and histopathology of LM and LMM of skin. We used the following
descriptors: dermoscopy, lentigo maligna, lentigo maligna melanoma. The selection
of the studies was done using the QUADAS tool (Quality Assessment of Diagnostic
Accuracy Studies) -2, recommended for systematic reviews of diagnostic accuracy.
Results: Between 1996 and 2018, 224 articles were found, of which 14 were
included for qualitative analysis and 5 for meta-analysis. The Heterogeneity test (I-
square) for the sensitivity was 97.3% and for the specificity of 92.8%. The pooled
sensitivity was 0.74 (Confidence Interval - 95% CI: 0.69-0.78) and the pooled
specificity was 0.78 (95% CI: 0.74-0.82). The I-square for positive likelihood ratio was
83.7%, for negative RV was 96.1% and for I-square for diagnostic Odds Ratio (DOR)
was 90.4%. Grouped positive RV was 3.68 (95% CI: 2.21-6.13), group negative RV
was 0.21 (95% CI: 0.07-0.60) and for group DOR was 28.20 (95% CI: 4.74-179.23).
The area under the curve (AUC) was 0.9082. Rhomboid structures were the most
frequent dermoscopy criterion associated with LM / LMM. Conclusion: Although
dermoscopy has good accuracy in the diagnosis of lentiginous lesions, further
studies are needed to determine whether dermoscopy is able to differentiate LM from
LMM.

Keywords: lentigo maligna, dermoscopy, diagnosis, systematic review,
histopathology.
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RESUMO

Introdugao: O lentigo maligno melanoma é um melanoma que surge da evolugéo do lentigo
maligno. Ambas as lesbes tém progndsticos diferentes, por isso a distingdo entre elas é
fundamental para o planejamento terapéutico. Objetivo: Através da pergunta formulada:
“Qual é a eficacia da dermatoscopia no diagnéstico de lentigo maligno e de lentigo maligno
melanoma?”, avaliar se a dermatoscopia € um método diagndstico de boa acuracia para a
diferenciacédo entre Lentigo Maligno e Lentigo Maligno Melanoma. Métodos: Realizou-se
uma revisdo sistematica com metanalise da literatura de estudos nas bases de dados
Cochrane collaboration, MEDLINE, PMC, NIH, EMBASE e SCISEARCH que avaliaram
comparativamente dermatoscopia e histopatologia do Lentigo Maligno e Lentigo Maligno
Melanoma. Utilizamos os descritores: dermatoscopia, lentigo maligno, lentigo maligno
melanoma. A selecao dos estudos foi feita através da ferramenta QUADAS-2. Resultados:
No periodo de 1996 a 2018, foram encontrados 224 artigos, dos quais 14 foram incluidos
para a analise qualitativa e 5 para meta-analise. O teste de Heterogeneidade (/-square) para
a sensibilidade foi de 97,3% e para a especificidade de 92,8%, mostrando muita
heterogeneidade agrupada dos estudos. A sensibilidade agrupada foi de 0,74 (Intervalo de
confianga - 1C95%: 0,69-0,78) e a especificidade agrupada de 0,78 (IC95%: 0,74-0,82),
porém devido & grande inconsisténcia calculada ndo confere significancia estatistica. A Area
Sob a Curva foi de 0,9082, mostrando boa acuracia para a dermatoscopia como teste
diagnéstico quando comparado a histologia. Estruturas romboidais foi o critério
dermatoscépico mais frequente associado a LM/LMM. Limitagoes: Os estudos nao
avaliaram separadamente LM de LMM. Conclusao: Embora a dermatoscopia tenha boa
acuracia no diagndstico de lesdes lentiginosas, mais estudos sdo necessarios para

determinar se a dermatoscopia é capaz de diferenciar LM de LMM.

Palavras-chave: lentigo maligno, melanoma dermatoscopia, diagndstico, diagndstico

diferencial, revisao sistematica, histopatologia, metanalise.
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SUMARIO CAPSULA

* A identificagdo de estruturas romboidais, pseudorede e areas homogéneas

favorece o diagndstico de lentigo maligno e lentigo maligno melanoma.

* Demonstramos que ha uma falta de estudos sobre o diagnéstico dermatoscépico
entre as duas entidades, inviabilizando seu diagndstico diferencial, mostrando que a

histopatologia ainda € necessaria para o diagndstico.
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INTRODUGAO

O lentigo maligno melanoma (LMM) corresponde a 10% dos melanomas malignos, e
recebe essa denominagdo quando o lentigo maligno (LM) adquire um carater invasivo
vertical." O LM ¢é considerado um melanoma “in situ” e em sua evolugdo de melandcitos
atipicos que invadem a derme, caracteriza entdo o LMM. O LM ocorre em pele cronicamente
danificada pelo sol de pacientes acima dos 40 anos, tem crescimento lento e uma taxa de
progressdo maligna em torno de 5-20% do total.?

O padrao-ouro para o diagndstico de LM e LMM deve ser feito por meio de bidpsia
mediante caracteristicas histopatoldgicas distintas. Estas incluem uma aparéncia pagetoide
de melandcitos, atipia dos melandcitos, pigmentacao / distribuicdo nao uniforme dos
melandcitos e aumento da densidade dos melanécitos em um fundo de extenso fotodano.?

A dermatoscopia € um exame de baixo custo e estd a mao do dermatologista como a
técnica mais util para o estudo de lesdes melanociticas da pele para diferenciar as lesées
benignas das malignas. E o exame com melhor custo/beneficio capaz de direcionar o
médico ao melhor sitio para a bidpsia. Pode também ser bastante util na demarcagao dos
limites de lesdes, incluindo os LM/LMM, e no acompanhamento e controle de cura dessas
lesées.

A importancia de se estabelecer critérios dermatoscopicos para o diagndstico e
diferenciacdo dessas duas doencas visa a indicagdo correta do tratamento, visando
minimizar os danos de procedimentos invasivos, diminuindo, assim, a morbidade associada
e os custos de cirurgias desnecessarias. Em alguns casos a dermatoscopia pode ser um
exame barato para a triagem para a realizacdo de outras técnicas diagnodsticas nao
invasivas, como a dermatoscopia confocal, a tomografia de coeréncia Optica e a
ultrassonografia de alta frequéncia.

No tratamento do LM, terapias conservadoras sao descritas, como o uso toépico do
imiquimode a 5% e a radioterapia, com taxa de resposta entre 50-100%* , enquanto que
para o LMM é necessaria a excisdo cirirgica com margem de seguranca de 0,5-1cm.’
Deste modo, é importante fazer o diagnéstico diferencial entre as duas lesdes, pois com o
tratamento conservador geralmente ha resultados comésticos muito bons, o que nem
sempre € possivel com a cirurgia.

O objetivo deste estudo foi avaliar se a dermatoscopia € um método diagndstico
capaz de realizar o diagnéstico e a diferenciagao entre o lentigo maligno e o lentigo maligno
melanoma e identificar quais critérios dermatoscépicos tém o potencial de diferenciar lentigo

maligno de lentigo maligno melanoma.
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MATERIAIS E METODOS

Formulou-se a seguinte pergunta para avaliar o papel da dermatoscopia na
diferenciagéo entre lentigo maligno e lentigo maligno melanoma ao exame dermatolégico:
Qual é a eficacia da dermatoscopia na diferenciagéo de lentigo maligno e de lentigo maligno
melanoma?

Para abordar a questao, realizou-se pesquisa detalhada e automatizada utilizando os
seguintes bancos de dados para a busca dos artigos, sem restrigdes concernentes a data,
ao idioma ou a quaisquer outras variaveis: Cochrane Collaboration; MEDLINE; PMC
(PubMed Central) — NIH (National Institutes of Health); EMBASE (The Excerpta Medica
Database); SCISEARCH.

A estratégia de busca dos artigos foi: "Lentigo" OR "Hutchinson's Melanotic Freckle"
OR Lentigos OR Lentigines OR Lentiginosis OR Lentiginoses OR (Freckle, Hutchinson's
Melanotic) OR (Hutchinson Melanotic Freckle) OR (Hutchinsons Melanotic Freckle) OR
(Melanotic Freckle, Hutchinson's) OR (Melanotic Freckle) OR (Lentigo, Malignant) OR
(Lentigos, Malignant) OR (Malignant Lentigo) OR (Malignant Lentigos) OR (Freckle,
Melanotic) OR (Freckles, Melanotic) OR (Melanotic Freckles) OR (Lentigo Maligna) AND
"Dermoscopy" OR Dermoscopies OR Dermatoscopy OR Dermatoscopies OR (Skin Surface
Microscopy) OR (Microscopies, Skin Surface) OR (Microscopy, Skin Surface) OR (Skin
Surface Microscopies) OR (Surface Microscopies, Skin) OR (Surface Microscopy, Skin) OR
(Epiluminescence Microscopy) OR (Epiluminescence Microscopies) OR (Microscopies,
Epiluminescence) OR (Microscopy, Epiluminescence) AND "Biopsy" OR Biopsies AND
Histopathology.

Trés revisores avaliaram independentemente os titulos e os resumos de todos os
estudos identificados na busca eletronica. No caso de discordancia, foi feito um consenso. A
partir desta acao, foi criada uma colegcao de estudos que foram avaliados na integra pelos
revisores.

Foram selecionados os estudos com grau de recomendagdo A ou B segundo o
documento "Niveis de Evidéncia 1" da CEBM (Centre for Evidence-based Medicine) © e
foram excluidos os estudos C ou D segundo este mesmo documento.

A avalicdo dos estudos foi feita através da ferramenta QUADAS (Quality Assessment
of Diagnostic Accuracy Studies)-2, recomendada para revisdes sistematicas de acuracia
diagnostica pela Agency for Healthcare Research and Quality, Cochrane Collaboration e
U.K. National Institute for Health and Clinical Excellence.’

‘A ferramenta QUADAS é completada em quatro fases: 1. relatar a pergunta de
revisao; 2. desenvolver orientagbes especificas de reviséo; 3. revisar o diagrama de fluxo

publicado para o estudo primario ou construir um diagrama de fluxo se nenhum for relatado;
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e 4. julgar viés e aplicabilidade, sendo que cada dominio desta fase (Dominio 1 — avaliagao
da selecdo dos pacientes; Dominio 2 — avaliagao do teste-indice [dermatoscopia]; Dominio 3
— avaliagado do padrao de referéncia [histopatologia]; e Dominio 4 — avaliagdo de fluxo e
tempo) é avaliado em termos de risco de viés, e os trés primeiros dominios também s&o
avaliados em termos de preocupacdes sobre a aplicabilidade. As perguntas de sinalizagéo
foram incluidas para ajudar a julgar o risco de viés; essas questdes sinalizam aspectos do
desenho do estudo relacionados ao potencial de viés e visam ajudar os revisores a julgar o
risco de viés” ’.

Os resultados dos quatro dominios da Fase 4 foram resumidos em uma tabela. A
partir desta colecao de estudos foram realizadas as coletas de dados.

Também foram extraidos de cada estudo os critérios dermatoscopicos mais

encontrados nas lesdes de lentigo maligno / lentigo maligno melanoma.

Definigbes®

o Sensibilidade esta relacionada com o potencial de um teste para reconhecer
individuos com a doenca.

e Especificidade representa a probabilidade de resultado de teste negativo em um
individuo sem a doenga.

e Razédo de verossimilhanga (RV) € definida como a razdo do resultado esperado do
teste em individuos com um determinado estado / doenca para os individuos sem a
doenca.

e Razdo de verossimilhanca para resultados de testes positivos indica qual a
probabilidade do resultado positivo do teste ocorrer em individuos com a doenca em
comparagédo com aqueles sem a doenca.

¢ Razado de verossimilhnanca para o resultado do teste negativo representa a razao
entre a probabilidade de ocorrer um resultado negativo em individuos com a doencga
e a probabilidade de que o mesmo resultado ocorra em individuos sem a doenca.

e (Odds ratio diagnostica (DOR) € uma medida global para precisdo diagnéstica, usada
para estimativa geral do poder discriminativo de procedimentos diagnésticos e
também para a comparacdo de precisdes diagnosticas entre dois ou mais testes
diagndsticos. DOR de um teste € a razao entre o grau de positividade em individuos

com doenga em relacio a probabilidade em individuos sem doenca.

Meta-analise
A heterogeneidade entre os estudos incluidos foi avaliada usando o teste Q para a

significancia estatistca e a medida de Inconsisténcia (/-square) para quantificar
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heterogeneidade, sendo que p <0,1 é estatisticamente significativo e I-square > 25% mostra
heterogeneidade importante.

Os correspondentes intervalos de confianga (IC) de 95% também foram estimados.

A curva ROC (receiver operating characteristic) foi feita para resumir os resultados
dos estudos. A area sob a curva (AUC), que resume o desempenho de diagndstico, foi
calculada. Um teste perfeito tem uma AUC préxima a 1 e testes pobres tém AUCs préximos
a 0,5. O indice Q*, definido pelo ponto onde a sensibilidade e a especificidade sao iguais,
que é o ponto mais proximo do ideal no canto superior esquerdo da curva ROC
(especificidade= 0, sensibilidade = 1), e os erros padrao de AUC [SE (AUC )] e Q * [SE (Q
*)] também foram calculados.

Todos os testes estatisticos foram realizados com um nivel de significancia de 5%,

utilizando-se o software Meta-Disc.®

RESULTADOS

Nas bases de dados pesquisadas para o periodo de 1996 a 2018, foram encontrados
224 artigos, dos quais 14 foram incluidos para a analise qualitativa, num total de 1806
lesbes avaliadas.

A Figura 1 mostra a estratégia de pesquisa dos artigos baseados nas instru¢ées do
PRISMA.”® A Tabela | mostra a qualidade dos estudos incluidos, segundo a ferramenta

QUADAS-2 e a Tabela Il resume as caracteristicas de cada estudo.



Artigos identificados nas bases de dados
avaliadas (total = 224)
Medline = 82
EBSCO = 142

A

Artigos duplicados = 12

A 4

Artigos escrutinados para elegibilidade
pelo titulo e resumo = 212

Artigos excluidos = 40 |[*

A 4

Textos na integra acessados
para elegibilidade = 172

Artigos completos excluidos
com razao = 158
e Relato de caso = 37
e Relato clinico =13
e Qutras técnicas = 27 <
e Revisbes =9
e Caracteristica do
paciente/ tratamento da
lesdo = 56
e Carta ao editor = 16

A 4

Estudos incluidos na sintese
qualitativa = 14

A 4

Estudos incluidos na analise
quantitativa (meta-analise) = 5

Figura 1 — Estratégia de busca.
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Tabela | — Acesso a qualidade dos estudos incluidos.
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Estudo Risco de viés Aplicabilidade
Selecio Padra Flux Seleca Padrao
o ¢ Teste- ode oe odos Teste- de
N Autor / ano dos ;1 . h e .
. indice referé temp pacien indice referénci
pacientes .
ncia o tes a
1 Lallas et al, 2015™ BR BR BR BR BR BR BR
2 Jaimes et al, BR BR BR BR BR BR BR
2015%
3 Gomez-Martim et BR BR BR BR BR BR BR
al, 2016™
4 Tschandl et al, BR IC IC BR BR AR IC
2014™
5 Pralong et al, BR BR BR BR BR BR BR
2012™
6 Neittaanmaki- IC AR BR BR AR IC BR
Perttu et al, 2015
7 Guitera et al, BR AR IC BR BR BR IC
2013"
8 Goncharova et al, BR BR BR BR BR BR BR
2013™
9 Sahin et al, 2004 BR BR BR BR BR BR BR
10 Ciudad-Blanco et BR BR BR BR BR BR BR
al, 2014%°
11 Anessi et al, 2016%' BR BR BR AR BR BR BR
12 Akay et al, 2010% BR BR BR BR BR BR BR
13 Schiffner et al, BR AR IC BR BR BR BR
2000%
14 Guitera et al, BR BR BR BR BR BR BR
2010%

BR: baixo risco; AR: alto risco; IC: risco incerto. Teste-indice: dermatoscopia. Padrao de

referéncia: histopatologia.
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NO

10

11

12

13

14

Autor / ano

Lallas et al, 2015

Jaimes et al, 2015

Gomez-Martin et al,
2017%

Tschandl et al, 2014™

Pralong et al, 2012"

Neittaanmaki-Perttu et
al, 2015

Guitera et al, 2013"

Goncharova et al,
2013™

Sahin et al, 2004

Ciudad-Blanco et al,
2014%

Anessi et al, 2016
Akay et al, 20107

Schiffner et al, 2000%

Guitera et al, 2010%*

Fonte

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Medline

Tipo de

estudo
Retrospectivo

Prospectivo

Prospectivo

Prospectivo

Retrospectivo

Prospectivo

Prospectivo

Retrospectivo

Retrospectivo

Retrospectivo

Prospectivo
Prospectivo

Prospectivo

Retrospectivo

Teste usado

dermatoscopia
dermatoscopia
dermatoscopia
microscopia confocal
imunoistoquimica
dermatoscopia
dermatoscopia
dermatoscopia

sistema de imagem

espectral

dermatoscopia

dermatoscopia

dermatoscopia

dermatoscopia

dermatoscopia
dermatoscopia

dermatoscopia

dermatoscopia

microscopia confocal

Total de

casos

144

218

63

240

125

19

37

64

66

200

176

89

87

210

Os 14 estudos incluidos que compararam a dermatoscopia e a histopatologia nao

fizeram diferenciacao entre lentigo maligno e lentigo maligno melanoma, por isso a analise

foi relativa a sensibilidade da dermatoscopia no diagndstico de ambas as lesdes sem
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distingdo. Destes, de cinco estudos foi possivel extrair dados relativos a especificidade e
sensibilidade da dermatoscopia.

Foi utilizado o modelo de efeitos aleatério para a combinacdo de especificidade e
sensibilidade. A estatistica Q de Cochran para a heterogeneidade mostrou que existe
heterogeneidade entre os estudos, tanto para os de especificidade (p = 0,000) quanto para
os de sensibilidade (p = 0,000) e que a heterogeneidade é grande para a especificidade (/-
square - I> = 92,8%) e também para a sensibilidade (1> = 97,3%). A sensibilidade agrupada
foi de 0,74 (IC95%: 0,69-0,78) e a especificidade agrupada foi de 0,78 (IC95%: 0,74-0,82)
(Figura 2). O I-square para a Razao de verossimilhanga positiva foi de 83,7%, para a Razéao
de verossimilhanca negativa foi de 96,1% e para /-square para Odds ratio diagndstico foi de
90,4%. A Razao de verossimilhanca positiva agrupada foi de 3,68 (IC95%: 2,21-6,13), a
Razao de verossimilhangca negativa agrupada foi de 0,21 (IC95%: 0,07-0,60) (Figura 3) e
para Odds ratio diagnéstico grupado foi de 28,20 (IC95%: 4,74-179,23) (Figura 4).

Sensitivity (95% Cl)
— S GUITERA2013 0,35 (0,23-0,48)
; ; ANNESSI2016 0,99 (0,95-1,00)
; . LALLAS2015 0,89 (0,79-0,95)
| | TSCHANDL2014 1,00 (0,86 -1,00)
—e— | | GUITERA2010 0,41 (0,29-0,54)
| |
i i
i
‘ Pooled Sensitivity = 0,74 (0,69 to 0,78)
Chi-square = 147,10; df = 4 (p = 0,0000)
0 0,2 04 0,6 0,8 1 Inconsistency (l-square) = 97,3 %
Sensitivity
Specificity (95% CI)
- ‘ GUITERA2013 0,98 (0,93 -1,00)
—— ANNESSI2016 0,84 (0,72-0,92)
—& LALLAS2015 0,74 (0,63-0,84)
—.ﬁ' | TSCHANDL2014 0,68 (0,61-0,74)
— GUITERA2010 0,71 (0,57 -0,83)
| |
| |
Lol
A Pooled Specificity = 0,78 (0,74 to 0,82)
Chi-square = 55,83; df = 4 (p = 0,0000)
0 0,2 04 0,6 0,8 1 Inconsistency (l-square) = 92,8 %
Specificity

Figura 2 - Diagrama da meta-analise para sensibilidade e especificidade da dermatoscopia.
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Positive LR (95% CI)

e GUITERA2013 14,58 (4,53 - 46,98)
8 ANNESSI2016 6,14 (3,48-10,84)
= = LALLAS2015 3,45 (2,32-513)
I TSCHANDL2014 3,06 (2,50-3,74)
—-.—:r | GUITERA2010 1,43 (0,84 -2,45)
| |
o
! . ! Random Effects Model
Pooled Positive LR = 3,68 (2,21 to 6,13)
Cochran-Q = 24,47; df = 4 (p = 0,0001)
0,01 1 100,0 Inconsistency (l-square) = 83,7 %
Positive LR Tau-squared = 0,2559
Negative LR (95% CI)
| ® GUITERA2013 0,67 (0,55 - 0,80)
&— ; ANNESSI2016 0,01 (0,00-0,08)
—@— LALLAS2015 0,15 (0,08-0,30)
— @ | TSCHANDL2014 0,03 (0,00-0,46)
i |‘ GUITERA2010 0,83 (0,63-1,09)
| |
| |
| |
' . ' Random Effects Model
Pooled Negative LR = 0,21 (0,07 to 0,60)
Cochran-Q = 101,39; df = 4 (p = 0,0000)
0,01 1 100,0 Inconsistency (l-square) = 96,1 %
Negative LR Tau-squared = 1,1487

Figura 3 — Diagrama da meta-analise para Raz&o de verossimilhanca positiva e negativa da

dermatoscopia.

Diagnostic OR (95%Cl)

— @ | GUITERA2013 2190 (620-7738)

4 ANNESSI2016 540,80 (6740-4

— & LALLAS2015 2243 (9,10-5531)
—— 1 TSCHANDL2014 103,99 (6,23 -1
& GUITERA2010 1,74 (0,78-3,87)

Random Effects Model
Pooled Diagnostic Odds Ratio = 28,20 (4,44 to 179,23)
Cochran-Q=4152;df= 4 (p=0,0000)
0,01 1 100,0 Inconsistency(l-square) =904 %
Diagnostic Odds Ratio Tau-squared = 3,7554

Figura 4 - Diagrama da meta-analise para Odds ratio diagnéstico da dermatoscopia.
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A acuracia do teste, medida pela area sob a curva (AUC) foi de 0,908 (SE = 0,0553)
(Figura 5).

Sensitivity SROC Curve
1
® [ —
// e Symmetric SROC
0,9 AUC =0,9082

' ® SE(AUC) = 0,0553
Q* = 0,8401
08 . SE(Q*) = 0,0608

0,7 —

0,6 —

0,5

AN
N

0,4

0.3

0.2 <

0.1+

0 0.2 0.4 0,6 0,8 1
1-specificity

Figura 5 - Curva SROC estimada e os pontos dos dados originais para a dermatoscopia

comparada com a histopatologia.

Critérios dermatoscépicos
Foi possivel extrair a incidéncia dos critérios dermatoscopicos utilizados para o
diagnéstico de lentigo maligno de onze dos estudos incluidos. Os critérios mais encontrados

em cada estudo estido descritos na Tabela llI.
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Tabela 1l — Critérios dermatoscopicos que ocorreram em 50% ou mais das lesbdes de

LM/LMM em onze estudos selecionados.

Autor / ano (n° total de

N° de casos de

] ] LM/LMM que
casos de LM/ LMM no Critério dermatoscoépico o
apresentaram o critério
estudo)
(%)
Cor Cinza 63 (90)
Cor Marrom 63 (90)
Lallas et al, 2015"" (70)*
Circulos Cinza 39 (56)
Linhas romboidais cinzas 39 (56)
LM LMM
Granulacao ou peppering 98(69) 25(64,1)
Cor marrom claro 137(96,5) 38(97,4)
Cor marrom escuro 130(91,5) 36(92,3)
Jaimes et al, 20152 (218 — Cinza azulado 94(66,2) 31(79,5)
142 LM e 76 LMM)’ Azul esbranquicado 42(29,6)  21(53,8)
Vasos em ponto -- 22(56,4)
Blush vascular -- 21(53,8)
Cor rosa - 26(66,7)
Cor branca -- 22(56,4)
Aberturas foliculares 16 (67)
assimétricas e pigmentadas
Gomez-Martim et al, 2017"
" Pseudonetwork 18 (75)
(24-17 LM e 7 LMM)
Estruturas romboidais 18 (75)
pigmentadas
Tschandl et al, 2014" (24)* Estruturas Cinza 23 (95,8)
Pralong et al, 2012" (125)% 3-4 cores 78 (62)



Goncharova et al, 20138
(8)*

Sahin et al, 2004" (22 - 14
LM e 8 LMM)*

Ciudad-Blanco et al, 2014*'
(51)°

Anessi et al, 2016*' (105)*

Akay et al, 2010% (20 - 17 LM

Abertura folicular

hiperpigmentada
Abertura folicular pigmentada

Aumento de densidade de rede

vascular
Pontos e glébulos
Pseudorede
Estruturas homogéneas

Aberturas foliculares

assimétricas e pigmentadas
Linhas escuras
Globulos escuros
Glébulos cinza
Pontos escuros

Estruturas romboidais escuras

(preto e marrom)
Estruturas romboidais claras
Pseudorede escura

Pontos e glébulos azul-

acinzentados

Pseudorede marrom

clara/escura
Rede fina pigmentada marrom
Rede pigmentada atipica
Pontos azul-acinzentados

Estruturas em fita marrom

escuro/azul acinzentado

Estruturas romboidais

64 (51)

86 (69)

72 (58)

4 (50)
7 (87,5)
6 (75)

18 (81,8)

16 (72,7)
19 (86,3)
12 (54,5)
16 (72,7)

11 (50)

14 (63,6)
18 (81,8)

31 (60,8)

105 (100)

76 (72,4)
70 (66,7)
88 (83,8)

80 (76,2)

15 (75)

31



e 3 LMMm)* Borrées pretos

Abertura folicular assimétrica

pigmentada
Linhas escuras

Pontos escuros
Schiffner et al, 2000% (37 -

" Pontos cinzas
17 LM e 20 LMM)

Glébulos escuros
Glébulos cinza

Areas escuras homogéneas

15 (75)

25 (67,6)

19 (51,3)
32 (86,5)
28 (75,7)
35 (94,6)
31(83,8)

23 (62,2)

32

LM: lentigo maligno; LMM: lentigo maligno melanoma; *somente casos de LM; ": avaliagéo

separada de LM e LMM; * avaliagdo conjunta de LM e LMM; $: somente casos de LMM.

Os critérios dermatoscopicos em comum, mais observados em todos os estudos

estdo descritos na Tabela V.
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Tabela IV — Critérios dermatoscopicos em comum, mais encontrados nas lesées de lentigo

maligno/Lentigo maligno melanoma nos estudos selecionados.

Variacao da porcentagem

Critério N° de estudos que
o o de casos que apresentaram
dermatoscoépico apresentaram o critério* L
o critério
Estruturas romboidais 4 (11.13.19.22) 56-75
Pseudorede 3 (13.14.18) 71-87,5
Areas homogéneas 3 (18.19.23) 54,5-75
Pontos negros 2 (1922) 86,4-100
Pontos e glébulos
) g 2 (1920) 60,8-95,8
cinza-azulados
Cor marrom 2 (119) 72,7-90
Circulos cinza 2 (1119) 54,2-56

*sobrescritos: artigos que apresentaram o critério dermatoscépico descrito.

Dois estudos analisaram especificidade, sensibilidade e risco relativo dos principais
critérios dermatoscépicos encontrados.'""*

No estudo de Tschandl et al., ™ o critério dermatoscopico com maior sensibilidade foi
qualquer estrutura cinza (95.8% - Intervalo de confianga - IC: 78.8-99.3%), porém com
especificidade de 30.6% (IC: 24.5-37.2%), e aqueles com maior especificidade foram vasos
em ponto (98.1% - IC: 95.3-99.5%), mas com sensibilidade de 8.3% (IC: 1.3-27.0%) e
circulo num circulo / duplo circulo, com especificidade de 98.1% (IC: 95.3-99.5%) e
sensibilidade de 4.2% (IC: 0.7-21.2%).

No estudo de Lallas et al.,"" os critérios dermatoscépicos que apresentaram maior
risco relativo foram foliculos nao evidentes (6,33 — IC: 3,06-12,98) e circulos cinza (5,9 — IC:

2,76-12,65).



34

DISCUSSAO

Em relacido a avaliacdo da qualidade dos 14 trabalhos estudados, apenas trés
estudos apresentaram incerto/alto risco de viés com relagdo ao teste indice
(dermatoscopia);'*'®?* a maioria dos trabalhos incluidos tinha um baixo risco de viés com
relacdo ao teste indice e escolha de pacientes e fluxo e tempo. Porém somente um trabalho
avaliou em separado LM de LMM', assim optou-se por fazer uma andlise dos critérios
dermatoscépicos para lesdes lentiginosas (LM/LMM). Apenas cinco estudos'" 12124
apresentavam avaliacdo de sensibilidade e especificidade para a dermatoscopia no

11,14

diagnoéstico de LM e LMM e somente dois avaliaram sensibilidade e especificidade dos

critérios dermatoscépicos. Estruturas romboidais foi o critério dermatoscopico mais

observado em LM/LMM nos estudos. Dos trabalhos incluidos, trés'16:24

apresentavam ao
menos outro método diagndstico, sendo o mais prevalente a dermatoscopia confocal.

A eficacia do uso da dermatoscopia é subjetiva, pois depende do profissional
realizador do procedimento, pois os critérios utilizados para o diagnéstico variam entre os
diversos autores, bem como a interpretacao desses critérios durante o exame. Por isso
estudos que descreveram a analise dermatoscopica, sem revisdo por outro dermatologista,
foram considerados com risco de viés incerto/alto com relagdo ao teste indice
(dermatoscopia).

As informacgdes de revisdes sistematicas de testes de diagndstico sdo importantes
para a determinagéo da utilizagdo adequada e eficaz de testes de diagndstico na pratica
clinica, e também para o desenvolvimento de informagdes necessarias para direcionar
pesquisas futuras em medicina diagndstica.?

Nos estudos incluidos, observamos que apenas um faz a diferenciagdo entre os
critérios dermatoscépicos de LM e LMM'®, sugerindo existir uma tendéncia a estudar tais
doencas como sendo a mesma entidade, ou talvez a dificuldade de diferenciagéo
dermatoscoépica de ambas as lesdes através dos critérios existentes.

Nos cinco estudos'! 14172124

que descreveram a sensibilidade e a especificidade do
teste, a dermatoscopia para LM/LMM mostrou sensibilidade agrupada de 0,74 e
especificidade agrupada de 0,78. A RV positiva agrupada foi de 3,68, a RV negativa de 0,21
e a DOR agrupada de 28,20. Bons testes diagnésticos apresentam RV positiva maior que 10
e RV negativa menor que 0,1.® Estes quatro dados (sensibilidade e especificidade
agrupadas, RV positiva e negativa agrupadas e DOR agrupada) mostram que a
dermatoscopia ndo é um teste de exceléncia para o diagndstico de lesdes lentiginosas.
Porém, testes diagndsticos com AUC entre 0,9-1,0 tem uma excelente acuracia
diagndstica®, e em nosso estudo a AUC foi de 0,9082. Este ocorrido pode ser justificado
pelo fato de que os estudos apresentam algumas limitagbes gerais em seu desenho, como,

heterogeneidade das lesbes avaliadas, avaliagdo indistinta entre LM e LMM, pequena
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numero de casos avaliados, estudos retrospectivos e grande heterogeneidade de
especificidade e sensibilidade entre os estudos. Por isso, é importante fazer uma analise
critica dos resultados de sensibilidade e especificidade da dermatoscopia para o diagnéstico
de lesdes lentiginosas.

Atualmente existem critérios classicos utilizados na dermatoscopia, porém nota-se
que diversos autores tentam elucidar o diagndstico dessas lesdes aprimorando critérios
padronizados pré-existentes ° e por vezes introduzindo novos critérios do LM e LMM, como
Pralong et al. * que introduzem 4 novos critérios (escurecimento ao exame dermatoscépico,
padrdo alvo-simile, estruturas romboidais vermelhas e aumento da densidade da rede
vascular) ou Tschand! et al.™ ("four-dot clods”, circulo duplo, circulos incompletos e “borda
em mordedura”).

Na avaliagao dos critérios dermatoscépicos, que foram identificados em mais de 50%
das lesbes biopsiadas de LM/LMM, estruturas romboidais foi o critério dermatoscopico que
apareceu em mais estudos (quatro), com incidéncia variando entre 56 a 75% dos casos,
seguido por Pseudorede (incidéncia entre 71-87,5% dos casos) e areas homogéneas
(incidéncia entre 54,5 a 75% dos casos), identificados em trés artigos. Assim, sugerimos
que, a identificagéo destes critérios a dermatoscopia favorega o diagnostico de LM/LMM.

Embora, qualquer estrutura cinza tenha sido o critério dermatoscépico mais sensivel
e vasos em ponto e circulo num circulo / duplo circulo, os mais especificos, a especificidade

e a sensibilidade dos critérios dermatoscépicos s6 foi avaliada em dois artigos,"™

com
pequeno numero de casos estudados e apenas avaliagdo de LM, ndo permitindo uma
extrapolacdo adequada destes achados para todas as lesdes lentiginosas.

Esta revisao sistematica oferece evidéncia para os critérios previamente utilizados no
diagnéstico dermatoscoépico do LM e do LMM, como os descrito por Stolz et al. *® (abertura
folicular hiperpigmentada, padrdo anular-granular, estruturas romboidais pigmentadas e
foliculos pilosos obliterados), bem como para novos critérios utilizados pelos autores que
podem ser considerados na avaliagdo dessas lesdes pela prevaléncia de aparecimento nos
trabalhos, como é o caso de areas homogéneas, pontos negros, pontos e glébulos cinza-
azulados, cor marrom e circulo cinza. Podemos, entao, sugerir aqui que estes critérios
sejam incorporados aos critérios classicos usualmente pesquisados, talvez até mesmo

criando uma nova classificagao diagnéstica (ou nomenclatura).

CONCLUSAO

Embora a dermatoscopia parega ter uma boa acuracia para o diagnéstico de Lentigo
Maligno e Lentigo Maligno Melanoma, mais estudos comparando dermatoscopia e
histopatologia sdo necessarios para determinar se ha critérios dermatoscopicos que possam

diferenciar as duas lesoes.
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For more information on author nghts for Subscription articles, please see
http://www.elsevier.com/journal-authors/author-nghts-and-responsibilities. For Open access
articles, please see http://www.elsevier.com/0OAauthoragreement.

The gold open access publication fee for this journzal is USD 3550, excluding taxes. Learm more about
Elsevier's pricing policy: https://www.elsevier.com/openaccesspricing.
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Green open access

Authors can share their research in a varniety of different ways and Elsevier has a number of
green open access options available. We recommend authors ses our green open access page for
further information. Authors can also self-archive their manuscripts immediately and enable public
access from their institution's repaository after an embargo period. This is the version that has been
accepted for publication and which typically includes author-incorporated changes suggested during
submission, peer review and in editor-author communications. Embargo penod: For subscripbion
articles, an appropriate amount of time is needed for journals to deliver value to subscribing customers
befare an article becomes freely available to the public. This is the embargo period and it begins from
the date the article is formally published online in its final and fully atable form. Find out more.

This journal has an embargo period of 12 months.

PREPARATION

Style, language usage, and editing services

Text should be written in correct scientific English (Amenican or British usage is acceptable, but not
a mixture of these). Consult the latest edition of The Chicage Manual of Style by The University
of Chicago Press or the Manual of Style by the American Medical Association for current usage.
Authors who feel their English language manuscript may reqguire editing to eliminate possible
grammatical or spelling errors may wish to use the English Language Editing service available from
Elsevier's WebShop ( http://webshop.elsevier.com/flanguageediting/) or wisit our customer support
site { http://support.elsevier.com) for more information.

Brevity
Brevity is appreciated. Authors should avoid repeating the same information in the Abstract,
Introduction, and Discussion.

Undocumented claims (eg, "firstedness,” "safe and effective")

Please do not claim that yours is the first report. If such a claim i1s deemed necessary, authors should
explain their reasoning in the cover letter and provide a detailed Appendix describing how they came
to this conclusion. Describe search strategies, search terms, databases gueried, and how far back
these were checked. Also list textbooks and monographs that were searched to substantiate the claim.
Similarly, the phrase "safe and effective” should be reserved for FDA-approved product labeling based
on registered phase I11 trials. In other settings, the term should be avoided entirely. As an alternative,
an example of acceptable terminclogy would be, "Ouwr patients demonstrated positive responses and
the treatment was well tolerated.”

Trade names

Trade names and brand names of drugs and devices may not be used in the title of the paper. They
may appear only once in the paper and should be placed in parentheses along with their manufacturer
and the manufacturer's location following the first mention of the generc name in the text. Thersafter,
only generic names should be used throughout the article.

NEW SUBMISSIONS

Submission to this journal proceeds totally online and you will be guided stepwise through the creation
and uploading of your files. The system automatically converts your files to a single PDF file, which
iz used in the peer-review process.

As part of Your Paper Your Way, you may choose to submit your new manuscript as a single file to
be used in the refereeing process. This can be a PDF file or a Word document, in any format aor lay-
out that can be used by referees to evaluate your manuscnpt. It should contain high enough quality
figures for refereeing. If you prefer to do so, vou may shll provide all or some of the source files and
authorship forms at the initial submission. Please note that individual figure files larger than 10 MB
must be uploaded separately. Note: Notes & Comments are mot eligible for Your Paper Your Way.
Revisions are not eligible for Your Paper Your Way.

Sections/article type guidelines

Authors, please note: JAAD is limited in the number of pages that can be published each month.
Inclusion of textbook-type matenal is strongly discouraged, as is repetition of the same statements in
the Introduction and Discussion. The Introduction and Discussion should pertain directly to the study
being reported, and not contain a lengthy review of a disease entity or its treatment.

47



The following table is for your guidance in formatting your manuscript, with the various article types
outlined more fully in the text that follows. Note that "maximums® are just that; less is preferred.
Our readers have told us on multiple occasions that they prefer manuscripts with 3 message that
is delivered in a clear and concise manner. While we impose no absolute hmits on the number of
references for some article types, references should only be included when necessary to cite the
primary source of information.

1 Article Type Maximum Word Count Requires Abstract/Capsule Summary* References
Maximum Mumber of Figures/Tables** CME 3,000 (each part) Abstract: Yes; Capsule Summary:
Mo Mo limit Mo limit Ornginal Articles, From the Dermatology Foundation, Dermatologic Surgery,
Dermatopathology, Reviews, Health Policy & Practice, Consultative Dermatology 2,500 Yes No limit No
limit Research Letters 500 Mo 5 2 (total) Editonals/Commentaries 500 No 5 2 (total) Dermatoethics
Consultations 500 No 5 0 Letters: Notes & Comments®*** 500 Mo 5 2 (total) Book Reviews*** 375
Mo 0 0 In Memornam™®** 500 No 5 2 (total) Pearls®*** 250 No Z Z (total)

*Word count limit for abstract 1s 200 words and for Capsule Summary is 50 words.

**Each part of a mult-part figure is counted toward the maximum allotment, eg, a figure 1A and
1B are considered 2 figures.

***0Online only.

Continuing Medical Education (CME)

In-depth, substantiated, educational articles presenting core information for the continuing
professional development of the practicing dermatologist. CME articles should not be simply reviews
but should present a synthesis of new information not readily available in textbooks and should reflect
the approach and prachce style of an expert in the field.

To have manuscripts considered for publication in the JAAD as certified CME activities, authors
must first complete and submit proposal worksheets and manuscript outlines for approval by the
CME Planning Workgroup and Deputy Editor (available at http://www.jaad.org/content/auth_page).
Submit this proposal along with a proposed outline of the manuscript to JAAD@aad.org.

Unless a specific exemption is granted by the Deputy Editor, all CME submissions should be written
in 2 articles (Part I and Part II). A proposal and outline must be submitted for each part, as these will
also be submitted as individual manuscripts. The proposal and outline for each of the two parts should
be unigue and should cite evidence of existing practice gaps. Should the proposals be accepted, the
author will be granted permission to move forward and submit the manuscripts. An accepted proposal
does not guarantee that the wrtten manuscript will be accepted for publication. An approved proposal
only provides authority to have a manuscript considered for the CME section. Authors will be required
to include their Education Director-approved proposal forms with their CME submissions, which will
be provided to them at the time the proposal is accepted.

Each manuscript should: 1) contain bulleted key points preceding each major section; 2Z) include
summary tables when possible, as well as separate algorithms for evaluation and management when
appropriate. Please note that the key points are intended as a substitute for the capsule summary,
which 15 not a part of the CME article format. Any unigue pediatric or genatrnc manifestabons should be
included in the text. Recommended tests should have an impact on therapy and should be supported
by outcomes data. The word count for each part of the CME article should not exceed 3000 words
excluding the unstructured abstract, references, figures, and tables. Authors who submit an article
they wish to be considered for CME certification may not recommend peer reviewers. Only manuscripts
submitted with an approved proposal and outline will be considered.

The level of evidence should be cited whenever recommendations are made. Level IA evidence
includes evidence from meta-analysis of randomized controlled tnals; level IB evidence includes
evidence from at least one randomized controlled trial; level ITA evidence includes evidence from at
least one controlled study without randomization; level IIB evidence includes evidence from at least
one other type of expenmental study; level III evidence includes evidence from nonexperimental
descriptive studies, such as comparative studies, correlation studies, and case-control studies; and
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level IV evidence includes evidence from expert commitiee reports or opinions or clinical experience
of respected authonties, or both. All therapeutic recommendations should be accompanied by a table
indicating their level of evidence, with a definition of the different levels included as a footnote.

To qualify for CME credit, authors must provide for each CME article 2 clinical vignettes, each
followed by 2 or 3 questions that evaluate clinical competence acquired as a result of the
CME activity. The guestions should reflect appropriate clinical practice rather than simply testing
factual knowledge. Suitable questions assess the learmer's ability to diagnose or treat a condition
appropriately after reading the CME arbicde. Guidehnes for guestion wnbting can be found at
http:/fwww.jaad.org/content/auth_page. Each gquestion requires a brief discussion of why the correct
answer is correct.

The AAD offers short educational modules on CME planning free of charge. To learn more about CME
planning, wvisit http://www.abcsofcme.org.

Criginal Articles

Original, in-depth clinical and investigative laboratory research papers. A descnption of the
type of study that was done (case series, case-control, cohort, cross-sectional, randomized
controlled trial, ecologic, etc) should be included in the title and in the Methods section.
Submissions of research articles should be accompanied by a supplementary document that
includes the protocol and statistical analysis plan; this is for the editors'/reviewers' reference
and is not for publication. Authors of randomized controlled tnals must follow the guidelines
presented in the CONSORT statement (hitp://www.consort-statement.org/), and submit a
completed CONSORT manuscript checklist with ther manuscnipt. A copy of the "CONSORT
Checklist for Authors Submitting Reports of Randomized Controlled Trials” may be downloaded
from the JAAD Web site ( http://www.jaad.org/content/auth_page). Similar guidelines for
authors of observational and epidemiologic studies are included in the STROBE statement
(http://www.strobe-statement.org/Checklist.html) and the related RECORD checklist (http://
dx.doi.org/10.1371/journal.pmed.1001885.t001), for observational comparative effectiveness
studies in the GRACE principles (http://www.graceprnnciples.org/), and for studies of diagnostic
accuracy in the STARD statement (hitp://www. stard-statement.org/). The PRISMA statement
(http://www.prisma-statement.org/) and Amstar 2 (http://www.bmj.com/content/358/bmj.j4008)
can be useful resources for authors reporting systematic reviews and meta-analyses.

Any reports of clinical trials must be registered before the first person is enrolled. The registry must
meet ICMIE criteria (available at http://www.icmje.org). The registry at http://www.clinicaltrials.gov
meets such requirements. When submitting 2 manuscript that reports a clinical tnal, authors are asked
to provide the date the first patient enrclled, the date the study was registered, and the registration
number.

Citation of levels of evidence is encouraged when appropnate. Information on rating levels of evidence
can be found in the instructions to authors of CME arbicles.

Please note that it has been the Journal's expenence that most survey-based research can be
adequately reported in research letter, rather than onginal article, format.

A structured abstract and capsule summary should be included with each onginal article. The word
count should not exceed 2500 words excluding the abstract, references, figures, and tables.

Reviews

An up-to-date review of a disease or treatment. A good review does not simply present the results of a
literature search. The manuscript should take evidence-based data, analyze it, and present a bottom-
line, take-home message to the reader. An abstract (which may be structured or unstructured) and
capsule summary should be included. The word count should not exceed 2500 words excluding the
abstract, references, figures, and tables.

Dermatologic Surgery

Articles emphasizing the surgical aspect of dermatology. If applicable, a descnption of the type of
study that was done (case series, case-control, cohort, cross-sectional, randomized controlled tnial,
ecologic, etc) should be included in the title and in the Methods section. A structured abstract and
capsule summary should be included. The word count should not excesd 2500 words excluding the
abstract, references, figures, and tables.
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From the Dermatology Foundation
These manuscripts feature research that was funded in whole or in part by the Dermatology
Foundation. They can be in either Onginal Artide or Research Letter format.

Dermatopathology

Articles emphasizing the histopathologic changes in skin disease of importance to practicing
dermatologists. If applicable, a description of the type of study that was done (case series, case-
control, cohort, cross-sectional, randomized controlled tnal, ecologic, etc) should be included in the
title and in the Methods section. A structured abstract and capsule summary should be included. The
word count should not exceed 2500 words excluding the abstract, references, figures, and tables.

Dermatoethics Consultations
Because of our substantial backlog of unpublished manuscripts, we are currently not accepting
submissions for this article type.

Health Policy and Practice

These manuscripts feature topics focusing om health policy, management, operations design,
population health, health economics, and regulatory issues as they pertain to the field of dermatology.
An unstructured abstract and capsule summary should be included. The word count should not exceed
2500 words excluding the abstract, references, figures, and tables.

Consultative Dermatology

These manuscripts feature topics focusing on the management of complex medical dermatology
problems including those encountered when performing inpatient consultations. An unstructured
abstract and capsule summary should be included. The word count should not exceed 2500 words
excluding the abstract, references, figures, and tables.

Editorials/Commentaries
Because of our substantial backlog of unpublished manuscripts, submissions for this article type are
by invitation only.

Letters
The Letters department has two sections, Research Letters and Notes & Comments.

Research Letters

Mew or preliminary research findings, early reports of therapeutic trnials in a cohort of patients, and
survey research may be considered for publication as Research Letters. Research Letters should not
be subdivided into sections, eg, Introeduction, Methods, Results, Discussion, etc. The type of study that
was done (case senes, case-control, cohort, cross-sechonal, randomized controlled tnal, ecologic,
etc) should be noted in the title and in the text. Conclusions based on uncontrolled trials and/or
limited experience should be stated in appropnately tentative terms. If the manuscript is based on
a survey that was used to collect data, please descnbe how the survey instrument was developed
and piloted, and whether/how the survey was validated. The authors must attest that the use of any
proprietary sampling contact information (eg, mailing list) was approved by its owner. Include the
survey instrument as a supplementary document; this will be for the editors'/reviewers' reference
and is not for publication. Research Letters are published in the print JAAD.

Notes & Comments

Letters commenting on matenal previously published in the Journal will be considered for the Notes
& Comments section. These will be sent for response to the authors of the article being commented
upon. This response may be published or sent directly to the commentator at the discretion of the
editor. Questions or comments that could be addressed directly by the authors (including complaints
about missed citations) should be sent directly to them, rather than involving the lournal as an
intermediary. Notes & Comments are designated for online-only publication.

Letters must not exceed 500 words and should not cite more than five references. Up to two figures
or tables may be included. Each part of a multi-part figure is counted toward the maximum allotment,
eg, a figure 1A and 1B are considered 2 figures.

JaaD no longer publishes Case Letters. All individual case studies or small case series
may now be submitted to our new open access journal, JAAD Case Reports, at
http://www.editorialmanager.com/jdcr/default.aspx.
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Letter to the Ethicist

Contributors can submit a real life practical ethical dilemma in the format of a "Dear Dr
Dermatoethicist” letter. If our Editors agree that the ethical issue is one that is worthy of analysis, we
will identify the most appropriate dermatoethicist to respond on how best to resolve or deal with this
submitted conundrum. Alternatively, the authors who submit their ethical quandary can also submit
their own analysis. The length of the entire letter to the ethicist cannot exceed 500 words and can
only include 5 references.

Book Reviews

Books and monographs (domestic and foreign) will be reviewed depending on their interest
and wvalue to subscribers. Send books to the Editorial Assistant, Journal of the American
Academy of Dermatology, 2500 W Brym Mawr Avenue, Suite 500 Rosemont, IL 60018-5216.
Mo books will be returned. Journal guidelines for writing book reviews are awvailable online
(http://www.jaad.org/article/S0190-9622(08)00647-6/fulltext). Book reviews are limited to 375
words and are designated for online-only publication.

In Memoriam
A tribute to a departed colleague who has contributed significantly to the field of dermatology. In
Memoriam submissions are limited to 500 words and are designated for online-only publication.

Pearls

This online-only feature allows clinicians to communicate the "tricks of the trade" that help them
practice more effectively and efficiently. & Case Report is NOT a Pearl. Four types of pearls will be
published: (1) Clinical Pearls, (2) Therapeutic Pearls, (3) Surgical Pearls, and (4) Technical Pearls.
Submissions should be structured as follows: Clinical (or Therapeutic, or Surgical, or Technical)
challenge Solution Manuscripts should be no longer than 250 words. Figures (no more than 2) and
references (no more than 2) are optional. Please indicate whether your Pearl is Clinical, Therapeutic,
Surgical, or Technical within the cover letter for the submission.

Supplements

The Journal follows the guidelines for supplements established by the International Committee of
Medical Journal Editors, These guidelines are included in the document entitled "Uniform Requirements
for Manuscripts Submitted to Biomedical Journals,” which can be found at http://www.icmje.org.
Supplements undergo peer review and are processed in the same fashion as regular submissions
to the Journal. All manuscript submission requirements, including clear disclosure of authorship
contributions, must be satisfied for each paper. Inquiries about proposed supplements should be
directed to the Editor before submitting the supplement. Please note Journal policy on the use of the
word "unrestricted” in the description of educational grants: The use of the term "unrestricted” will be
limited to situations in which the granting institution has no influence on the selection of the subject,
speakers, or authors. In circumstances in which the granting institution has had such influence (as,
for example, in organizing a symposium or supplement on a particular subject), it is nonetheless
required that the granting organization have no influence over the content of the articles. It is also
understood that the authors assume full responsibility for the content of the articles and for complete
disclosure of all funding sources, potential conflicts of interest, role of any sponsor, and role of any
third parties involved in the preparation or writing of the manuscripts.

ARTICLE STRUCTURE

Formatting requirements

There are no strict formatting requirements but all manuscripts must contain the essential elements
needed to convey your manuscript, for example Abstract, Keywords, Capsule Summary (for major
articles), Introduction, Materals and Methods, Results, Conclusions, Artwork and Tables with Captions.
If your article includes any Videos and/or other Supplementary matenrial, these should be included in
your initial submission for peer review purposes. With the exception of Research Letters, divide the
article into clearly defined sections.

Title page
Mote that the following items must be included on the title page even if using the Your Paper Your
Way option:

The title, authors’ full names, highest earned academic degrees, and institutional affiliations and
locations. A separate word count for the abstract, capsule summary, and text (excluding references,
figures, and tables), as well as a figure and table count. A statement whether your IRB has approved
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the study or exempted it from review. Clinical trials registration information (if applicable), including
name of registry and registration number. A list of attachments (if applicable), eg. CONSORT checklist,
research protocol/statistical analysis plan, survey instrument, and any other supporiing matenials.

The title page must also include a statement of all funding sources for the work as well as a publishable
conflict of interest statement. Designate one author as correspondent (provide address, telephone
and fax numbers, and e-mail address) to receive communications from the Editonal Office and galley
proofs from the publisher. The name and address of the author who will recewve reprint requests should
be noted if different from the correspondent. The corresponding author should promptly inform the
managing editor (JAAD@aad.org) of any change in e-mail or mailing address.

Sample manuscript
Please see a sample title page and manuscript here.

Abstract

Unless otherwise stated, all articles must be accompanied by a typed, double-spaced abstract
not exceeding 200 words. Abstracts of papers submitted for publication im the Onaginal Articles,
Dermatopathology, and Dermatologic Surgery sections should be structured as follows: Background:
What is the major problem that prompted the study? Objective: What is the purpose of the study?
Methods: What type of study was done (case series, case-control, cohort, cross-sectional, randomized
controlled trial, ecologic, etc)? How was the study done? Results: What are the most important
findings? Limitations: What are the limitations of the study? Conclusion: What is the single most
important conclusion?Abstracts for Reviews may be structured or unstructured at the discretion of
the author. Abstracts for CME articles, Health Policy & Practice, and Consultative Dermatology articles
should be unstructured. Other article types do not require abstracts.

Graphical abstract

Although a graphical abstract is optional, its use is encouraged as it draws more attention to the online
article. The graphical abstract should summarize the contents of the article in 3 concise, pictorial form
designed to capture the attention of a wide readership. Graphical abstracts should be submitted as a
separate file in the online submission system. Image size: Please provide an image with a minimum
of 531 = 1328 pixels (h = w) or proportionally more. The image should be readable at a size of 5 =
13 cm using a regular screen resolution of 96 dpi. Preferred file types: TIFF, EPS, PDF or M5 Office
files. You can wview Example Graphical Abstracts on our information site.

Authors can make use of Elsevier's Illustration Services to ensure the best presentation of their images
and in accordance with all technical requirements.

Capsule summary

Papers submitted for publication in the Onginal Articdle, Review, Dermatologic Surgery,
Dermatopathology, Health Policy & Prachice, and Consultative Dermatology sechons must include a
capsule summary of up to 50 words. The capsule summary should not contain abbrewviations, and
should be composaed of 2 bulleted statements which address the following:

(First bullet) How does this article integrate into what was already known? (Second bullet) How does
it change practice? That is, what does the article mean to the practice of dermatology and what should
you do as a result of having read this article? What should change in the way you practice?

Because the CME article includes a list of bulleted key points for each section, a capsule summary
is not required.

Key words

The selection of key words is the most important step in the submission process. This is how most
clinicians and investigators will find your work, and the key words should be chosen carefully to allow
ready retrieval of the study through PubMed and other search engines. Choose as many key words
as necessary to ensure that literature searches capture your article. Make sure that every key term
that appears in the title 1s chosen as a key word.

Classifications

Select at least 6 classifications to facilitate matching the manuscript with reviewers. You can do this in
EM by clicking 'Select Document Classifications’ to open a window containing a list of the classifications
pertaining to the Joumnal. Then click the check-box next to any dassificabion you wish to select. Click
'Submit' when you are done.

52



Abbreviations and acronyms

Abbreviations must be limited primanly to those in general usage. Only standard abbreviations are
to be used. Weights and measurements must be expressed in metric units. Temperatures must
be expressed in degrees centigrade. Consult Scientific Style and Format by the Council of Biology
Editors or the Manual of Style by the American Medical Association. Abbreviations in the title are not
acceptable and they should be avoided in the abstract whenever possible. A laboratory or chemical
term or a disease process must be spelled out at first mention, with the acronym or abbreviation
following in parentheses. List all abbreviations and acronyms on a separate page within the manuscript
document before the references.

Acknowledgements

Collate acknowledgements in a separate section at the end of the article before the references and do
not, therefore, include them on the title page, as a footnote to the title or otherwise. List here those
individuals who provided help during the research (e.g., providing language help, writing assistance
or proof reading the article, etc.).

Artwork
For specific information about how to format your artwork, please visit
http://www.elsevier.com/artworkinstructions.

Image manipulation

Although authors may need to manipulate images for clarity, manipulation for purposes of deception or
fraud constitutes scientific and ethical abuse and will be dealt with accordingly. For araphical images,
1AAD's policy is that no specific feature within an image may be enhanced, obscured, moved, removed,
or introduced. Adjustments of brightness, contrast, or color balance are acceptable if and as long as
they do not obscure or eliminate any information present in the original. Nonlinear adjustments (e.g.
changes to gamma settings) must be disclosed in the figure legend.

Black and white graphs must be legible and clearly printed. The fill for bar graphs or pie charts
should be distinctive; avoid shading or dotted patterns. Use thick, solid lines and bold, solid type.
Place lettering on a white background; avoid reverse type (white lettenng on a dark backaround).
All lettering must be done professionally and should be in proportion to the drawing, graph, or
photograph. Typewnitten or freehand lettering is unacceptable. Consistency in size within the article
is strongly recommended. Any special instructions regarding sizing should be clearly noted

Figures and tables

Tables, figures, and legends should supplement, not duplicate, the text. Clinical photographs should
be of high guality without distracting backgrounds. A reasonable number of halftone photographs and
line drawings will be published at no extra charge to the author. Color illustrations will be reviewed by
the Editor and those considered appropnate will be published free of charge to the authors. Figures
and tables must be cited in the text and numbered in order of mention. Figures must have an arrow
marking the top edge and must be numbered consecutively using Arabic numerals (ig, 1, 2, 3). Mult-
part figures must be marked clearly (ie, 14, 1B, 1C).

Figure legends should begin with the name of the condition or disease being depicted. They should
be as brief as possible. Any symbols and abbreviations used should be explained. Legends should
be typed double-spaced and inserted after the references within the manuscript document. If an
illustration has been published prewviously, full credit to the original source must be given in the
legend and permission to reprint must have been obtained from the copynght holder. For histologic/
microscopic figures, the legend must specify stain. Arrows and arrowheads should be used freely to
clanfy findings. Please note that enline-only figures also require legends.

If they have not already done so, authors will be contacted to provide print-quality figures after their
articles have been accepted.

Tables should be self-explanatory and numbered sequentially in Roman numerzls in order of their
mention in the text. A bnef title should be provided for each. Any symbols and abbreviations used
should be explained using a footnote. If a table, or any data therein, has been published previously,
full credit to the onginal source must be given in a footnote. Please note that online-only tables should
follow these specifications as well.

Electronic artwork
General points
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Use uniform lettering and sizing. Preferred fonts: Aral (or Helvetica), Times New Roman (or Times),
Symbaol, Courier. Number the illustrations according to their sequence in the text. Use a logical naming
convention for your artwork files. Indicate per figure if it is a single, 1.5 or 2-column fitbing image.
For Word submissions only, you may still provide figures and their captions, and tables within a single
file at the rewvision stage. Please note that individual figure files larger than 10 MB must be provided
in separate source files.

A detailed guide on electronic artwork is avasilable on our website: http://www.elsevier.com/
artworkinstructions. Some excerpts of the detailed information are presented here.

Formats

Regardless of the application used, when your electronic artwork is finalized, please "save as' or
convert the images to one of the following formats (note the resolution requirements for line drawings,
halftones, and linefhalftone combinations given below:

EPS (or PDF): Vector drawings. Embed the font or save the text as "graphics’. TIFF (or JPG): Color or
grayscale photographs (halftones): always use a minimum of 300 dpi. TIFF (or JPG): Bitmapped line
drawings: use a minimum of 1000 dpi. TIFF {(or JPG): Combinations bitmapped line/half-tone (color
or grayscale): a minimum of 500 dpi is required.

Please do not:

Supply files that are optimized for screen use (e.g., GIF, BMF, PICT, WPG); the resolution i1s too low.
Supply files that are too low in resolution. Submit graphics that are disproportionately large for the
content.

Illustration services

Elsevier's WebShop offers Illustration Services to authors preparing to submit a manuscript but
concerned about the quality of the images accompanying their article. Elsevier's expert illustrators
can produce scientific, technical and medical-style images, as well as a full range of charts, tables
and graphs. Image "polishing’ is also available, where our illustrators take your image(s) and improve
them to a professional standard. Please visit the website to find out more.

Footnotes

Footnotes should be used sparingly. Mumber them consecutively throughout the article. Many
wordprocessors build footnotes into the text, and this feature may be used. Should this not be the
case, indicate the position of footnotes in the text and present the footnotes themselves separately
at the end of the arbide. Do not include footnotes in the Reference hst.

References

Personal communications should not be cited in the reference list but may appear parenthetically in
the text. References must be identified in the text by superscript Arabic numerals in order of their
mention. References should not be formatted as footnotes, but should appear in a list at the end of
the text. The reference list should be typed double-spaced and in numeric sequence.

Reference links

Increased discoverability of research and high quality peer review are ensured by online links to the
sources cited. In order to allow us to create links to abstracting and indexing services, such as Scopus,
CrossRef and PubMed, please ensure that data provided in the references are correct. Please note that
incorrect surmnames, journal/book titles, publication year and pagination may prevent link creation.
When copying references, please be careful as they may already contain errors.

The Digital Object Identifier (DOI) may be used to cite and link to electronic documents. The DOI
consists of a umigue alpha-numeric character stning which is assigned to a document by the publisher
upon the initial electronic publication. The assigned DOI never changes. Therefore, it is an ideal
medium for citing a document, particularly 'Articles in press’ because they have not yet received their
full bibliographic information. Example of a correctly given DOI (in URL format; here an article in the
journal Physics Letters B): http://dx.doi.org/10.1016/;.physleth.2010.09.059.

When you use a DOI to create links to documents on the web, the DOIs are guaranteed never to
change.



Data references

This journal encourages you to cite underlying or relevant datasets in your manuscript by citing them
in your text and including a data reference in your Reference List. Data references should include the
following elements: author name(s), dataset title, data repository, version (where available), year,
and alobal persistent identifier. Add [dataset] immediately before the reference so we can properly
identify it as a data reference. The [dataset] identifier will not appear in your published article.

Reference formatting

There are no strict requirements on reference formatting at submission. References can be in any
style or format as long as the style is consistent and the references are cited in order. Where
applicable, author(s) name(s), journal title/book title, chapter title/article title, year of publication,
volume number and issue/book chapter and the pagination must be present. Use of DOI is highly
encouraged. The reference style used by the journal will be applied to the accepted article by Elsevier
at the proof stage. Note that missing data will be highlighted at the proof stage for the author to
correct. If you do wish to format the references yourself they should be arranged according to the
examples below.

Reference style

Text: Indicate references by (consecutive) superscript Arabic numerals in the order in which they
appear in the text. Numerals are to be placed outside periods and commas, inside colons and
semicolons. List the first 3 authors, then "et al”. For further detail concerning journal title abbreviations
and other reference formatting issues, please consult the AMA Manual of Style, A Guide for Authors
and Editors, Tenth Edition, ISBN 0-978-0-19-517633-9 (see http://fwww.amanualofstyle.com).

List: Number the references in the list in the order in which they appear in the text. For example,
Reference to a journal publication:

1. Van der Geer ], Hanraads JAJ, Lupton RA. The art of writing a scientific article. 1 Sci Commun.
2010;163(1):51-59.

Reference to a book:
2. Strunk W Jr, White EB. The Elements of Style. 4th ed. New York, NY: Longman; 2000.
Reference to a chapter in an edited book:

3. Mettam GR, Adams LB. How to prepare an electronic version of your article. In: Jones BS, Smith
RZ, eds. Introduction to the Electronic Age. New York, NY: E-Publishing Inc; 2009:281-304.

Reference to a dataset:

4, [dataset] 5. Oguro, M, Imahiro, 5, Saito, 5, MNakashizuka, T. Mortality data for
Japanese oak wilt disease and surrounding forest compositions, Mendeley Data, wvi1; Z2015.
http://dx.doi.org/10.17632/xwj98nb39r.1.

Video

Elsevier accepts wvideo material and animation seguences to support and enhance your scientific
research. Authors who have video or animation files that they wish to submit with their article are
strongly encouraged to include links to these within the body of the article. This can be done in the
same way as a figure or table by referring to the video or animation content and noting in the body
text where it should be placed. all submitted files should be properly labeled so that they directly
relate to the video file's content. . In order to ensure that your video or animation material is directly
usable, please provide the file in one of our recommended file formats with a preferred maximum
size of 150 MB per file, 1 GB in total. Video and animation files supplied will be published online in
the electronic version of your article in Elsevier Web products, including ScienceDirect. Please supply
'stills' with your files: you can choose any frame from the video or animation or make a separate
image. These will be used instead of standard icons and will personalize the link to your video data. For
more detailed instructions please visit our video instruction pages. Note: since video and animation
cannot be embedded in the print version of the journal, please provide text for both the electronic
and the print version for the portions of the article that refer to this content.
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Data visualization

Include interactive data visualizations in your publication and let your readers interact and engage
more closely with your research. Follow the instructions here to find out about available data
visualization options and how to include them with your article.

Supplementary data

Supplementary data may be included along with the submission and is meant to support the scientific
thesis embodied in the manuscript. It may be uploaded at the time of submission or later at the request
of reviewers. It is generally not meant for publication but may be published online at the discretion of
the editor. Please upload any supplementary text in document format (eg, .doc). Please upload each
supplementary figure as a separate file in .tif or .jpg format. Please upload each supplementary table
as a separate file in document format (eg, .doc). Please include a supplementary figure legend. On
the title page, please include a supplementary figure and supplementary table count. Authors must
adhere to the word limits for each article type. Supplemental online material is rarely published and
requires prior approval from the editor

Patient consent forms and patient details

Studies on patients or volunteers require ethics committee approval and informed consent, which
should be documented in the paper. Appropriate consents, permissions and releases must be obtained
where an author wishes to include case details or other personal information or images of patients
and any other individuals in an Elsevier publication.

Patients should be identified by numbers and must not be identified by name, initials, or hospital
record number. No other information, including clinical photos or family trees, from which a patient
could be identified is permitted unless express written permission from the patient/family is provided
at the time of manuscript submission. Note that blocking the eyes is generally not sufficient; please
crop the photo in such a manner that the patient cannot be recognized. Descriptive information
in the text (such as details of a case or genetic pedigree) must be deidentified to protect patient
confidentiality unless patient consent has been documented.

Written consents must be retained by the author and copies of the consents or evidence that such
consents have been obtained must be provided to Elsevier on request. For more information, please
review the Elsevier Policy on the Use of Images or Personal Information of Patients or other Individuals,
http://www.elsevier.com/patient-consent-policy. Unless you have written permission from the patient
(or, where applicable, the next of kin), the personal details of any patient included in any part of the
article and in any supplementary materials (including all illustrations and videos) must be removed
before submission.

The Journal of the American Academy of Dermatology (JAAD) seeks to ensure that patient privacy is
protected under the Health Insurance Portability and Accountability Act of 1996 (HIPAA).

While JAAD accepts institution and private entity HIPAA patient sign-off for photo/image use, it also
provides this document as a template for use by JAAD manuscript authors.

It is important to disclose to patients that images submitted to 7440 may be utilized in various forms
of publication and mediums by the Journal, including but not limited teaching, research, scientific
meetings, other professional journals, medical books, broadcasts, advertising, and other similar
purposes. These materials may appear in print and online and the public may have access to them.

Care must be taken by authors submitting images to ensure that images are de-identified to the
agreatest extent possible, while preserving the teaching nature of the image/s.

Permissions
Direct quotations, tables, or illustrations that hawve appeared in copyrighted matenal must be

accompanied upon submission by written permission for their use from the copynght owner and the
oniginal author along with complete information as to their source.

SUBMISSION
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Cur online submission system guides you stepwise through the process of entering your article
details and uploading your files. The system converts your article files to a single PDF file used in
the peer-review process. Editable files (e.g., Word, LaTeX) are required to typeset your article for
final publication. All correspondence, including notification of the Editor's decision and requests for
revision, is sent by e-mail.

Please save all PDF files (authorship forms, conflict of interest forms, copyright transfer forms, IRB
documentation, permissions, etc.) as reduced size PDFs in order to reduce file download times. To do
this, please open your PDF files, select "Save As,” and then click the "Reduced Size PDF” option. As
an alternative you can use the following website: http://compress.smallpdf.com. Files larger than 15
MB may be returned to the corresponding author to be compressed.

submit your article

Before pl'bceeding, please review the new submission option, Your Paper Your Way, detailed at the
beginning of this Author Guide.

Please submit your article via http://www.editorialmanager.com/jaad/default.aspx.

The site provides instructions for manuscript submission as well as a tutonal for authors. Word,
WordPerfect, RTF, and Text files will be accepted; Word and WordPerfect are preferred. Please note
that online-only materials should be provided in the same format. Questions about the program
may be addressed to JAAD@aad.org. If not using the Your Paper Your Way option, all manuscript
submissions must include the copyright release, the authorship declaration, the conflict of interest
form, patient consent forms, IRE documentation, as well as the manuscript submission checklist.
These forms can be downloaded from either our Web site (http://www.jaad.org/content/auth_page)
or EM (http://www.editorialmanager.com/jaad/default.aspx). Please scan the completed forms and
upload them to EES with your submission. If this presents a problem, please visit our Support Center.

Original manuscripts will be considered for publication. Correct preparation of the manuscript will
expedite the review and publication procedures. Flease note the following requirements.

The original page-numbered copy of the manuscript must be double-spaced.
Submission checklist
The following list will be useful during the final checking of an article prior to sending it to the journal

for review. Please consult this Guide for Authors for further details of any item. Ensure that the
following items are present:

Before uploading, please assure that PDF files (authorship forms, conflict of interest forms,
copyright transfer forms, IRE documentation, permissions, etc) are saved as reduced size
PDFs in order to reduce file download times. To do this, please open your PDF files, select
"Save As,” and then click the "Reduced Size PDF" option. As an alternative you can use the
following website: http:/ /compress.smallpdf.com. Files larger than 15 MB may be returned
to the corresponding author to be compressed.

One author has been designated as the corresponding author with contact details:
E-mail address Full postal address Telephone
All necessary files have been uploaded, and contain:

A title page with all the requested information Keywords Figures and artwork with a minimum of
300 dpi to allow for quality reproduction All figure captions Ancillary documents (copyright release,
authorship declaration, conflict of interest form, patient consent forms, IRE documentation, etc.) if
not using the Your Paper Your Way option For research studies, a copy of the research protocol,
statistical analysis plan and, for randomized clinical trials, the CONSORT checklist For survey-based
research, a copy of the survey instrument For sponsored trials, agreement by the sponsor to share
oniginal data for review when the integnity of the work is in question

Further considerations:
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Manuscript has been "spell-checked' and 'grammar-checked’ All references mentioned in the Reference
list are cited in the text, and vice versa Permission has been obtained for use of copynghted material
from other sources (including the Web) All .pdf files have been reduced in size

For any further information please visit our customer support site at http://support.elsevier.com.

PROCEDURE FOR REVIEW

The Journal employs a confidential and anonymous peer review process to evaluate submitted papers
for possible publication. A small number of papers are rejected after in-house editonal review when
editors deem that the paper is not appropriate for the Journal or i1s not of sufficient quality to warrant
further evaluation. The overall acceptance rate is less than 50%.

The author may suggest several reviewers for the manuscript, who may be contacted at the discretion
of the editors. The editonal staff will review the manuscrnpt and will ordinarily send it to at least
two reviewers. Reviewers will pay parbticular attention to scientific accuracy, relevance, novelty,
importance, appropriate style, and quality of illustrations. First decisions (accept, revise, reject) are
usually made within four weeks, although delays are possible. Some degree of manuscript revision
should be expected and regarded as constructive. A request to submit a revised manuscript does
not guarantee that it will be accepted, only that it will be reconsidered, perhaps after additional peer
review. Because space in the Journal is limited, the final editorial decision rests not only on the validity
of the report and the opinions of the reviewers, but also on the editors’ judgment of a paper’'s novelty,
clanty, importance, and likely degree of interest to the readership.

Expedited review and publication

Cur goal is to have all manuscripts reviewed as rapidly as possible. Authors who feel that their paper
should receive expedited review and/or prionty pubhication should request it and explain their rationale
in the Comments section of EM({http://www.editonalmanager.com/jaad/default.aspx). They should
also send a separate explanatory e-mail to the managing editor: JAAD@aad.org. The time frame for
rapid review is ordinarily 2 to 3 weeks; for expedited online publication, 3 to 6 weeks from the date
of acceptance of the final revision. Authors are reminded that as a monthly clinical journal, we do not
operate on the time frame of a weekly and do not erdinarily publish "news” items.

IaAD now publishes all major articles online ahead of print shortly after the author approves the page
proofs. Print publication follows a few maonths later.

REVISED SUBMISSIONS

Although a reguest to revise is not a guarantee of acceptance, authors should pay strict attention
to detail when rewvising their manuscript to assure that it is "publication ready" should a favorable
decision be granted. A cover letter detailing the authors’ point-by-point response to the reviewers'
comments should accompany every revision

Use of word processing software

Regardless of the file format of the original submission, at revision you must provide us with an
editable file of the entire article structured as descnbed below. Keep the layout of the text as simple as
possible. Most formatting codes will be removed and replaced on processing the article. The electronic
text should be prepared in a way very similar to that of conventional manuscripts (see also the
Guide to Publishing with Elsevier: http://www.elsevier.com/guidepublication). See also the section on
Electronic artwork. To aveid unnecessary errors you are strongly advised to use the “spell-check' and
‘arammar-check” functions of your word processing software.

AFTER ACCEPTANCE

Proofs

One set of page proofs (as PDF files) will be sent by e-mail to the corresponding author (if we do
not have an e-mail address then paper proofs will be sent by post) or, a link will be provided in the
e-mail so that authors can download the files themselves. Elsevier now provides authors with PDF
proofs which can be annotated; for this you will need to download the free Adobe Reader, version 9
(or higher). Instruchions on how to annotate PDF files will accompany the proofs (also given online).
The exact system requirements are given at the Adobe site.

If you do not wish to use the PDF annotations function, you may list the corrections (including replies
to the Query Form) and return them to Elsevier in an e-mail. Please list your corrections guoting line
number. If, for any reason, this is not possible, then mark the corrections and any other comments
(including replies to the Query Form) on a prntout of your proof and scan the pages and return via e-
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mail. Please use this proof only for checking the typesetting, editing, completeness and correctness
of the text, tables and figures. Significant changes to the article as accepted for publication will only
be considered at this stage with permission from the Editor. We will do everything possible to get your
article published quickly and accurately. It is important to ensure that all corrections are sent back
to us in one communication: please check carefully before replying, as inclusion of any subsequent
corrections cannot be guaranteed. Proofreading is solely your responsibility.

Electronic publishing

Articles in Press: As previously noted, most articles destined for the print JAAD are now initially
published "online ahead of print” in the Articles in Press section at http://www.jaad.org. Some articles
are published online only in our JAAD Online section ("online-only publication™). Please note that
online publication is considered a bonafide form of publication and can be cited using the DOI number
located in the footnotes on the first page of each article.

The full content of each regular monthly issue is routinely posted online at http://jaad.ora.

Offprints

The corresponding author will, at no cost, receive a customized Share Link providing 50 days free
access to the final published version of the article on ScienceDirect. The Share Link can be used for
sharing the article via any communication channel, including email and social media. For an extra
charge, paper offprints can be ordered via the offprint order form which is sent once the article is
accepted for publication. Both corresponding and co-authors may order offprints at any time via
Elsevier's Webshop. Corresponding authors who have published their article gold open access do
not receive a Share Link as their final published version of the article is available open access on
ScienceDirect and can be shared through the article DOI link.

AUTHOR INQUIRIES
Visit the Elsevier Support Center to find the answers you need. Here you will find everything from
Frequently Asked Questions to ways to get in touch.

You can also check the status of your submitted article or find out when your accepted article will
be published.

&) Copyright 2018 Elsevier | https://www.elsevier.com
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