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The World Congress of Dermatology Guadalajara 2027.
A sample of what Ibero-Latin-America unity can achieve

El Congreso Mundial de Dermatologia Guadalajara 2027.
Una muestra de lo que la unidad iberolatinoamericana puede
lograr

Jorge Ocampo-Candiani’?* and Mariel A. Isa-Pimentel®

Servicio de Dermatologia, Hospital Universitario, Monterrey, México; ?Facultad de Medicina, Universidad Autonoma de Nuevo Ledn, Monterrey,
Meéxico; 3Servicio de Fototerapia, Instituto Dermatolégico Dominicano y Cirugia de Piel Dr. Huberto Bogaert Diaz, Santo Domingo, Reptblica
Dominicana

Dear colleagues,

Surely you have heard the exciting news, and if by
any chance you have not yet, we are pleased to share
with you that the next World Congress of Dermatology
will be taking place in the beautiful city of Guadalajara,
Mexico, from June 215t to June 26", 2027. This achieve-
ment was the result of an international competition at
the previous World Congress held in Singapore. In this
competition, we faced Munich, representing Germany,
Austria, and Switzerland. Our selection was endorsed
by delegates representing over 190 societies from more
than 95 countries worldwide. We deeply appreciate
your trust and support, which drives us to take over this
great responsibility with commitment and enthusiasm.

We are aware of the magnitude of the task this
entails, as well as the extensive work it will require;
however, this assignment not only motivates us to excel
but also underscores an essential point: the choice of
Mexico as the host is a shared achievement with the
entire Ibero-Latin American community. We feel this
accomplishment as a collective recognition and want
to express our gratitude to all dermatological societies
in Latin America, Spain, and Portugal, as well as to the
Ibero-Latin American College of Dermatology, an

*Correspondence:
Jorge Ocampo-Candiani
E-mail: jocampo2000 @ yahoo.com.mx

Date of reception: 06-12-2023
Date of acceptance: 08-02-2024
DOI: 10.24875/MCUTE.M24000001

institution that has forged a solid path in the global
dermatological community.

We are taking a step toward the global arena, thanks
to the hard work of those who came before us and the
ongoing dedication and passion of those currently con-
tributing with their ideas and innovations in the field of
dermatology.

With this spirit, the Mexican Academy of Dermatology,
the Mexican Society of Dermatology, the Mexican
Society of Dermatological and Oncological Surgery,
and the Mexican Society of Cosmetic and Laser
Dermatology have all set themselves the ambitious
goal of bringing the world’s foremost dermatological
congress to our territory. Mexico will become the face
and spokesperson for all of us, motivating us to invite
you to join us in this grand event, our event.

Considering the factors that define an exceptional
destination for a congress of this magnitude, such as
unbeatable weather, top-notch communications, world-
class hotel and conference infrastructure, and above
all, the warmth and hospitality of its people, Mexico
emerges as the obvious choice. Our country stands out
in multiple aspects; in the academic and professional
field of dermatology, we have managed to excel inter-
nationally, presenting novel contributions and solutions

Available online: 26-04-2024
Med Cutan Iber Lat Am. (Eng). 2024;52(1):1-2
www.MedicinaCutanealLA.com
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not only for common problems but also for those more
complex and specific to our population, which we share
with many of our Latin American colleagues. Together,
we have made contributions that fill us with pride.

Mexico is a melting pot of traditions and modernity.
Our cultural richness, resulting from the fusion of indig-
enous and primarily Spanish European heritage, has
given rise to a unique and authentic culture. Despite
aspiring to be at the forefront of knowledge and tech-
nology, we deeply value fundamental principles such
as courtesy, kindness, friendship, and sincere treat-
ment. This combination is the reason behind our grow-
ing popularity as a tourist and business destination.
Those who visit us wish to return and those who get to
know us hold a special affection for Mexico. This quality
has endured despite the challenges we have faced,
with the confidence to overcome them in the future. In
Guadalajara, security is comparable to that of any city
in the West world.

Organizing a congress of the magnitude and rele-
vance of the World Congress of Dermatology demands
a solid infrastructure and impeccable logistics. The City
of Guadalajara is fully prepared for this challenge. It is
one of the most beautiful cities in our country, boasting
a hotel capacity of international quality, an efficient
public transportation system, excellent air connections,
and a convention center with adequate capacity to host
an event of this magnitude.

In addition, Guadalajara offers invaluable attractions,
such as the impressive murals of the Hospicio Cabanas,
historically significant paintings, traditional markets, an
amazing cathedral, excursions to the city of Tequila,

the unique craftsmanship of Tonald, its captivating his-
toric center, and a variety of restaurants serving both
local and international dishes. These elements will
complement the experience of congress attendees and
surely increase interest in participation.

Forty years ago, the International Congress of
Dermatology (the previous name of the World Congress
of Dermatology) was held, chaired by Dr. Antonio
Gonzélez Ochoa and with Dr. Luciano Dominguez Soto
as the secretary-general, in Mexico City, an event that
was a resounding success. Today, we have managed
to have our city of Guadalajara selected as the venue
and host of this congress. We extend a warm invitation
for you to visit us in 2027, and we are confident that
you will enjoy your stay. We are committed to balancing
top-notch academic activities with a social program that
reflects Mexican hospitality.

In Mexico, we consider kindness a duty and strive to
ensure that our visitors feel at home. “Mi casa es tu
casa” (my home is your home) is not just an empty
phrase but a philosophy and a way of life that we hope
you can experience. We eagerly look forward to wel-
coming you to Guadalajara in 2027.

Funding
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Prevalence and demographic features of vitiligo in Colombia
between 2015 and 2019

Prevalencia y caracteristicas demograficas del vitiligo en
Colombia entre los anos 2015 y 2019

Melissa Rivera-Maldonado*, Daniel G. Fernéndez-Avi/a, Laura P. Charry-Anzola,
and Felipe Omana-Paipilla
Departamento de Medicina Interna, Hospital Universitario San Ignacio, Bogotd, Colombia

Abstract

Background: Vitiligo is a chronic autoimmune disease characterized by patches of depigmentation and/or poliosis, affecting more
frequently the face, acral zones, and genitals. In consequence, it has a significant impact on the patient’s life quality. There are
some studies on vitiligo epidemiology in different countries; however, only one of them included the entire population. Objective:
The objective of the study is to describe the prevalence and demographic characteristics of vitiligo in Colombia between 2015
and 2079. Materials and methods: A descriptive, cross-sectional study used the International Classification of Diseases (ICD-10)
to classify cases of vitiligo, utilizing official data from the Colombian Ministry of Health. Results: A total of 70,702 cases of vitiligo
were registered, indicating a global prevalence of 160 cases/100,000 inhabitants. Vitiligo was slightly more frequent in females
compared to males (1.3:1 ratio). In children, the peak incidence occurred between 5 and 14 years old, while in adults, the majori-
ty of cases were observed in persons aged 57-60. Conclusions: This is the first descriptive study on the epidemiology of vitiligo
in Colombia. The findings regarding female predominance and children’s age of predominance are consistent with those in the
medical literature, while the age of prevalence in adults and the global prevalence of vitiligo differ from previous reports.

Keywords: Colombia. Latin America. Vitiligo. Epidemiology.

Resumen

Antecedentes: E/ vitiigo es una enfermedad autoinmunitaria que se presenta con mdculas acromicas o poliosis, siendo mas
frecuentes en la cara, las zonas acrales y los genitales, por lo que genera un gran impacto en la calidad de vida de quienes lo
padecen. Se han realizado estudios epidemioldgicos del vitiligo en diferentes paises, pero solo uno se realizé con la totalidad de
la poblacion. Objetivo: Describir la prevalencia y las caracteristicas demogréficas del vitiligo en Colombia entre los afios 2015 y
2019. Material y métodos: Estudio descriptivo de corte transversal, en el que se utilizé la Clasificacidn Internacional de Enferme-
dades (CIE-10) para vitiligo, tomando datos del registro oficial del Ministerio de Salud de Colombia. Resultados: Se registraron
70,702 casos de vitiligo, con una prevalencia global de 160/100,000 habitantes. Hubo un ligero predominio femenino (relacion
mujer a hombre 1.3:1). Con respecto a la edad, en nifios hubo un pico entre los 5 y 14 afios, mientras que en adultos la mayoria
de los casos se presentaron entre los 51 y 60 afios. Conclusiones: Es el primer estudio que describe las caracteristicas demo-
gréficas del vitiligo en Colombia. Los hallazgos de predominio femenino y la edad de mayor prevalencia en nifios coinciden con
lo reportado en la literatura, mientras que difieren en el pico de prevalencia en adultos y la prevalencia reportada en otros paises.

Palabras clave: Colombia. América Latina. Vitiligo. Epidemiologia.

*Correspondence: Date of reception: 14-04-2023 Available online: 26-04-2024
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Introduction

Vitiligo is an acquired disease in which there is selec-
tive damage to melanocytes, resulting in depigmenta-
tion of the skin and hair in the affected area, clinically
presenting with asymptomatic achromic macules or
poliosis, respectively'?. Vitiligo can affect any body
surface, but it often appears on the face, acral regions,
or genitals, usually with symmetrical lesions®. Due to
the anatomical areas involved, it often has a significant
cosmetic impact and has even been associated with
various psychiatric conditions*. Regarding its patho-
physiology, there is a genetic basis, which, upon
unclear environmental exposures, leads to oxidative
stress and activation of the immune response, both
innate and adaptive; the latter is characterized by anti-
bodies against melanocytes as well as lymphocytes,
mainly CD8+ T cells?5.

In terms of epidemiology, various studies have been
conducted in the past 10 years in numerous countries,
including Peru®’, Brazil®'?, Germany's, Japan'4,
China'®'®, South Korea'/, Egypt'®, and the United
States'®?' (Table 1). These studies have found variable
prevalence, ranging from 0.57% in Brazil to 0.91% in
China and 1.68% in Japan. However, most of these
studies were based on specific population groups or
health-care centers. Only one study has comprehen-
sive coverage of the entire population, conducted in
South Korea using data from the national health secu-
rity system of that country, finding a prevalence of
0.13%".

The objective of this study is to describe the preva-
lence and demographic characteristics of vitiligo in the
Colombian population, based on data from the national
registry of the Ministry of Health of Colombia.

Materials and methods

This is a descriptive, cross-sectional study using the
integrated information system for social protection
(SISPRO) of the Ministry of Health of Colombia. SISPRO
is a tool designed to collect and provide standardized
information about the health sector and service provi-
sion throughout the country. Specific health data are
found in the Individual Records of Health Service
Provision, which are constructed from the primary diag-
nosis code within the International Classification of
Diseases 10" Revision of patient care in outpatient or
hospital health services, which by law, physicians in the
country are required to record. In addition, SISPRO
receives information from various sources (population

censuses, health surveys, and other administrative enti-
ties), which allows for verifying the accuracy of the data
and even subjecting it to review by health entities in
cases of inconsistencies.

Data were obtained from the entire country from
January 1, 2015, to December 31, 2019. Consultations
with individuals diagnosed with vitiligo (L80) were
included. Information regarding population size, distri-
bution by departments, sex, and age was obtained from
the statistical projections of the National Administrative
Department of Statistics (DANE). Subsequently, the
prevalence was calculated for the total population and
standardized by age, sex, and geographical location,
with the total reported cases in SISPRO as the numer-
ator and the respective demographic projections
according to DANE information based on the projec-
tions of the last population census of 2018 as the
denominator. Prevalence values are presented/100,000
inhabitants. Colombia has one of the highest health
coverage rates in its health system, reaching 98.81%°2?
according to the latest official measurement by the
Ministry of Health in September 2022,%? with a popula-
tion of around 50 million inhabitants.

This project was approved by our hospital and uni-
versity Ethics and Research Committee, with approval
no. 18/2018 FM-CIE-0554-18.

Results

Between January 1, 2015, and December 31, 2019,
70,702 cases of vitiligo were identified, with a global
prevalence of 160/100,000 inhabitants. There was a
slight predominance of females, with a total of
40,646 cases (female-to-male ratio 1.3:1). Regarding
age, there was an increase in cases between 5 and
14 vyears, followed by a decrease between 15 and
24 years and then a continuous rise in prevalence until
reaching a peak between 55 and 59 years with a prev-
alence of 232 cases/100,000 inhabitants (Fig. 1).
Regarding distribution by departments, the highest
number of cases were recorded in Bogota D.C. with a
prevalence of 213 cases/100,000 inhabitants, followed
by Antioquia and Atlantico with a prevalence of
188/100,000 inhabitants. In contrast, the department
with the fewest registered cases was Vichada, with a
prevalence of 16/100,000 inhabitants (Fig. 2).

Discussion

Vitiligo is an autoimmune and multifactorial disease
with a significant impact on the patients’ quality of life
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Table 1. Epidemiological studies of vitiligo in the past 10 years in different countries
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sample of children sectional 0.84-1.52%
and adolescents trial Adolescents:
with diagnosed or 1.19-2.16%
patient-reported

vitiligo

Representative Cross- 0.76-1.11%
sample of adults sectional

aged 18-85 with trial

diagnosed or
patient-reported

vitiligo

Adults with Cross- Total: 1.3%

diagnosed vitiligo sectional Europe: 1.6%

suspected vitiligo, trial United States:

or signs of vitiligo 1.4% Japan:
0.5%

Two cohorts: Cross- Workers'

1) Workers from sectional cohort: 0.77%

over 300 companies, trial Insurance

aged 16-70, cohort: 0.17%

assessed between

2004 and 2014 2)

Patients with vitiligo

from the mandatory

insurance system

in 2010

Cluster samples of Secondary 0.91%

adults in the analysis of

Beixinjing Ccross-

community, sectional

Shanghai, between trial

October 2009 and

January 2010

Patients younger Cross- NA

than 18 diagnosed sectional

with vitiligo, whose trial

age at disease

onset was < 13,

evaluated at

Professor Rubem

David Azulay

Dermatology Clinic

from 2006

through 2014

60 413 individuals Cross- 0.13%

surveyed for sectional

autoimmune trial

diseases in 26
primary care
centers in the
Aguas For mosas
micro region
between January
and December 2016

Gender with

higher

prevalence

Female

Female

Workers

cohort: men.

Insured
cohort:
women

Male

Female

Female

Age of
higher
prevalence

NA

NA

Workers
cohort:
40-49 years
Insurance
cohort:
60-70 years

71-80 years

NA

NA

(Continues)
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Table 1. Epidemiological studies of vitiligo in the past 10 years in different countries (continued)

Silva and
Miot?

Lee et al.”

De Barros
et al.”?

Wang
et al.’®

Yamamah
etal.’®

Furue
et al.”*

Nunes and
Esser'?

Rodriguez
and Chavez’

Year of

publication

2018

2015

2014

2013

2012

2011

2011

2007

Brazil

South
Korea

Brazil

China

Egypt

Japan

Brazil

Peru

Studied population

Random sample of
individuals from 87
Brazilian
municipalities with
over 300,000
inhabitants,
representing
approximately 40%
of the Brazilian
population, between
January and June
of 2017

Patients diagnosed
with vitiligo enrolled
in the Social
Security Review
and Evaluation
Service between
2009 and 2011

Patients diagnosed
with vitiligo at the
Dermatology Clinic,
ABC Medical
School, evaluated
between January
2001 and May 2006

Cluster sampling of
residents from six
cities in China

2194 children under
18 years old in
South Sinai between
August 2008 and
August 2009

Hospitalized and
outpatient patients
seen at 170 health
centers in May,
August, and
November 2007, and
February 2008

Patients seen at the
outpatient
dermatology
centers AME Unisul
and HU UFSC
between

November 2003 and
October 2009

Pediatric patients
seen in the outpatient
pediatric dermatology
clinic at the EsSalud
Chiclayo National
Hospital between
July 2003 and

July 2006

i

Cross-
sectional
study

Cross-
sectional
study

Cross-
sectional
trial

Cross-
sectional
trial

Cross-
sectional
trial

Cross-
sectional
trial

Cross-
sectional
trial

Cross-
sectional
trial

0.005700

0.13%

NA

0.56%

0.18%

1.68%

NA

5.5%

Gender with

higher
prevalence

Female

Female

Female

Male

NA

NA

Female

Female

Age of
higher
prevalence

NA

Bimodal
distribution:
5-15 years
and 45-55
years

10-20 years

> 70 years

NA

60-70 years

NA

School age

(Continues)
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Table 1. Epidemiological studies of vitiligo in the past 10 years in different countries (continued)

Year of Studied population Study type Prevalence Gender with Age of
publication higher higher
prevalence prevalence
Valverde 2007 Peru Patients clinically Cross- 1.5% of Female NA
and Grados diagnosed with sectional diagnoses
vitiligo treated at trial treated at the
the outpatient hospital
dermatology clinic
of the Regional
Teaching Hospital of
Trujillo between
January 1, 1994, and
December 31, 2003
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Figure 1. Prevalence of vitiligo by age group from 2015 to 2019.

due to its association with psychiatric disorders such
as depression and anxiety as well as feelings of stig-
matization and avoidant behaviors®. In addition, it has
been associated with other autoimmune diseases, with
the most common being Hashimoto’s thyroiditis>, dia-
betes mellitus, and alopecia areata®. According to the
results of our study, vitiligo has a prevalence of
160 cases/100,000 inhabitants, with a slight predomi-
nance in females. Although the peak prevalence
occurred between 55 and 59 years, it was evident that
most cases among the pediatric population occurred
between the ages of 5 and 14 years.

In Latin America, several retrospective and
cross-sectional studies have been conducted on the
epidemiology of vitiligo. In Peru, Valverde and Grados®
established that vitiligo accounted for 1.5% of all adult
patients seen in outpatient consultations over a 9-year
period. In Brazil, De Barros et al.’> and Nunes and
Esser'® also characterized patients diagnosed with vit-
iligo seen in outpatient consultations. In addition, Silva
and Miot® conducted telephone calls to residents of 87

municipalities in the country with a total of 17,000
inhabitants, finding a prevalence of 0.57%, which was
higher than the one found in our population. Silveira
Tolentino et al.? aimed to establish the prevalence of
24 autoimmune diseases, including vitiligo, in 26 health
centers from Brazil and found it to be the second most
common autoimmune disease, with 132.4 cases/100 000
inhabitants, slightly lower compared to our prevalence
of 160/100 000 inhabitants.

In the United States, a study conducted through sur-
veys on a representative sample of the adult population
diagnosed with vitiligo or reported by participants found
a prevalence of 0.76 up to 1.11%'. In addition, the study
considered patients without a vitiligo diagnosis, suggest-
ing that up to 40% of adults with vitiligo in the United
States are undiagnosed. Bibeau et al.?' also conducted
another survey-based study, finding a prevalence of 1.4%
of vitiligo in adults in the United States, which falls within
the range of the previously mentioned study and is
almost eight times higher than the prevalence in our
population. This same study also evaluated the
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Figure 2. Geographic distribution of vitiligo cases in the
2015-2019 period by departments in the Colombian
population.

prevalence of vitiligo in adults in Europe and Japan, find-
ing the highest prevalence in Europe, at 1.6%. This result
is higher compared to a study in Germany conducted in
two cohorts: the first conducted a dermoscopy of workers
from over 300 companies, while the second study con-
ducted a dermoscopy on individuals with vitiligo covered
by a health company that covers nearly 90% of the coun-
try'. The first cohort had a prevalence of vitiligo of
0.77%, more common in men, while the second cohort
had a prevalence of 0.17%, more common in women,
with these latter results being more similar to those of our
population. The similarities found between our study and
the second cohort and the differences found with the first
cohort could be explained by the sampling methods used
in each of the study groups since the second cohort
achieved greater population coverage.

Japan had the lowest prevalence found by Bibeau
etal.?', at 0.5%. However, a previous multicenter cross-sec-
tional study conducted with 170 health centers, with infor-
mation from hospitalized and outpatient patients, found a
higher prevalence of 1.68%, with a higher frequency
between the seventh and eighth decades of life'.

In South Korea, a study with similar characteristics
to ours was conducted based on the database review
of the Health Insurance Review and Assessment
Service (HIRA) of patients diagnosed with vitiligo
between 2009 and 2011. We should mention that in that
country, all citizens are required to join HIRA. In this
study, the prevalence found was 0.13%'7, which is very
similar to that of our study. In addition, the age distri-
bution is similar, and they obtained the same female-
to-male ratio, making the results more similar to those
found in our study.

Although most studies describe a female predomi-
nance, we have two studies in China reporting the
opposite. The first was conducted in a community in
Shanghai with patients older than 18 years, with a prev-
alence of 0.91%'°. The second was a multicenter clus-
ter sampling study conducted in six cities from different
regions, where a prevalence of 0.56% was found in a
sample of 17,345 individuals'®.

Regarding the pediatric population, there is a study
from Peru” and one from Brazil'! of patients seen in out-
patient consultations. Both studies reported a female pre-
dominance. Regarding age, a mean age of 8.8 years was
reported in children from Peru, while an age of onset of
vitiligo of 5.9 years was reported in Brazil. In Egypt, a
cross-sectional study was also conducted to determine
the prevalence of dermatological diseases in individuals
younger than 18 years, finding a vitiligo prevalence of
0.18%'®. In the United States, in a representative sample
of children and adolescents, a vitiligo prevalence of 0.84%
up to 1.52% in children and 1.19% up to 2.16% was found
among adolescents. Furthermore, the results suggest that
up to 50% of children and adolescents in that country do
not have a clinical diagnosis of vitiligo®.

The reported worldwide prevalence of vitiligo ranges
from 0.5% up to 2%°5; however, the prevalences of
some of the aforementioned studies, including our own,
are below this range, showing significant variation not
only in prevalence but also in distribution by sex and
age, which could be influenced by various factors such
as the phototype of the subjects, access to health care
services, frequency of consultations, and even life
expectancy in each country. Our results were very sim-
ilar to those found in South Korea, where a study with
a methodology similar to ours and nearly complete
population coverage was conducted, suggesting that
the type of study, as well as population coverage, play
a role in the epidemiology of vitiligo, highlighting the
need for more epidemiological studies with greater
population coverage to achieve greater certainty
regarding the epidemiology of vitiligo.



Among the limitations of our study, we should mention
that, due to the nature of the SISPRO registry, it is not
possible to establish the incidence or age of onset nor
delve into disease-specific data such as its duration, ana-
tomical sites involved, or patients’ phototypes. In addition,
prevalence is conditioned by the number of consultations,
which could mean underreporting of cases where vitiligo
is not the primary diagnosis or cases where patients do
not seek medical attention. Furthermore, we could not
establish whether the diagnosis was made by a derma-
tologist or by a general practitioner or specialist from
another field. Although vitiligo is associated with other
autoimmune diseases, the methodology used in this
study did not allow us to establish these associations.

Conclusions

Our study is the first to assess the prevalence of vitil-
igo in Colombia within the context of a health-care sys-
tem with nearly universal coverage, and it represents an
effort toward building a better understanding of the epi-
demiology of vitiligo worldwide. In addition, it allows for
the establishment of strategies for more timely diagnosis
in our country, as well as education for both patients and
other specialists, beyond dermatologists, regarding the
clinical aspects of the disease and its association with
autoimmune and psychiatric conditions. Furthermore, it
opens up the possibility for new studies in which not only
the epidemiology of vitiligo is evaluated but also its prev-
alence in relation to the diversity of phototypes presents
in our country, as well as opportunities for care.
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Aesthetic and functional results of Mohs micrographic surgery
in non-melanoma skin cancer

Resultados estéticos y funcionales de la cirugia micrografica de
Mohs en cancer de piel no melanoma

Edgar M. Olmos-Pérez', Danney Gémez-Angulo’, Paola Rojas-Angarita’, Laura V. Vargas-Gualdron',
Santiago A. Ariza-Gémez', and Carlos A. Castro-Moreno?

'Departamento de Dermatologia; ?Departamento de Epidemiologia. Fundacién Universitaria de Ciencias de la Salud, Hospital de San José de
Bogotd, Bogotd, Colombia

Abstract

Background: Non-melanoma skin cancer is the most common human neoplasm. Mohs micrographic surgery (MMS) is the
standard of care for high-risk subtypes, allowing tumor removal with the best oncological, esthetic, and functional results. The
purpose of this study is to describe the esthetic and functional results of MMS in patients with a diagnosis of basal cell
carcinoma and squamous cell carcinoma. Material and methods: Ambispective cohort study was performed in three der-
matological centers in Bogota, Colombia, with patients that have been operated on with MMS between 2012 and 2019. The
study subjects answered through a telephonic interview the skin cancer module of the FACE-Q satisfaction scale question-
naire in the period between June and August 2019. Results: 530 patients with 650 tumors were included. 494 patients
completed the skin cancer module of the FACE-Q scale. 92% of patients presented adequate healing in the first follow-up
year and, at the same time, a low percentage of alterations regarding functional results. The FACE-Q questionnaire was
conducted with a median of 40 months after the surgery, with an average satisfaction of 93.2%. Conclusions: The MMS
generates excellent functional and esthetic results in patients with NMSC, as demonstrated by the high satisfaction eviden-
ced in the FACE-Q scale by patients.

Keywords: Mohs surgery. Basal cell carcinoma. Squamous cell carcinoma. Esthetic satisfaction. Functional results. FACE-Q.

Resumen

Antecedentes: E/ cancer de piel no melanoma (CPNM) es la neoplasia mds frecuente del ser humano. La cirugia microgra-
fica de Mohs (CMM) es el tratamiento de eleccidn para el CPNM de alto riesgo, permitiendo la eliminacion del tumor con
mejores resultados oncoldgicos, estéticos y funcionales. Objetivo: Describir los resultados estéticos y funcionales de la CMM
en pacientes con diagndstico de carcinoma basocelular y carcinoma escamocelular, utilizando la escala de satisfaccion
FACE-Q. Material y métodos: Estudio de cohorte ambispectiva realizado en tres centros dermatoldgicos de Bogotd, Co-
lombia, en pacientes que fueron manejados con CMM desde 2012 hasta 2019. Los pacientes completaron el mddulo de
cancer de piel de la escala de satisfaccion FACE-Q desde junio hasta agosto de 2021 mediante contacto telefonico.
Resultados: Se incluyeron 530 pacientes con 650 tumores. El 93.2% de los pacientes completaron la escala FACE-Q. El
92% presentaron adecuada cicatrizacion en el primer afio de seguimiento, con bajos porcentajes de alteraciones en los
resultados funcionales. La encuesta FACE-Q se realizd una mediana de 40 meses posterior a la cirugia, con una satisfaccion
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media del 93.2%. Conclusiones: La CMM genera excelentes resultados funcionales y estéticos en los pacientes con CPNM,
demostrado por los altos indices de satisfaccion evidenciados en la escala FACE-Q por los pacientes.

Palabras clave: Cirugia de Mohs. Carcinoma basocelular. Carcinoma escamocelular. Satisfaccion estética. Resultados fun-

cionales. FACE-Q.

Introduction

Non-melanoma skin cancer (NMSC) is the most com-
mon neoplasm in humans, with an incidence that con-
tinues to rise worldwide'. It frequently affects the face
and neck, which is crucial as functional and esthetic
outcomes are significant considerations when deter-
mining the type of management and reconstruction to
be undertaken due to the psychosocial impact it has
on the patient?®. Therefore, Mohs micrographic surgery
(MMS) should be considered as the primary treatment
option for potentially curable NMSC with a high risk of
recurrence and in areas where tissue preservation is
necessary to achieve adequate functional and esthetic
results*®.

In a study conducted by Lee et al., variables associ-
ated with esthetic outcomes following skin cancer sur-
gery were identified, providing a framework for the
development of an instrument to collect patient-reported
outcomes: the FACE-Q scale’. This instrument thor-
oughly quantifies the impact of facial skin cancer on final
outcomes, from healing to adverse events associated
with treatment and the entire health-care process’.

Subsequently, we conducted an ambispective cohort
study on esthetic and functional outcomes following the
resection of NMSC through MMS, also evaluated using
the FACE-Q scale, in three dermatological centers in
the city of Bogotd, Colombia.

Methods

We conducted an ambispective cohort study, which
was approved by the Universidad de Ciencias de la
Salud Foundation ethics and research committee with
respective consents, including all patients treated with
MMS with a confirmed diagnosis of basal cell carci-
noma or squamous cell carcinoma in three dermatolog-
ical centers in Bogota from 2012 through 2019.

Esthetic and functional outcomes recorded in health
records during at least one of the two follow-ups (the
first within the first 6 months and the second between
6 and 12 months later) were evaluated as outcomes.
Patients who were reconstructed by specialties other
than dermatology (due to difficulty in follow-up) or with
a past medical history of radiotherapy as adjuvant

treatment (due to changes in the quality of the surround-
ing skin) were excluded.

Subsequently, all researchers conducted surveys
(appearance, quality of life, adverse events, and patient
experience) from the skin cancer module of the FACE-Q.
Each scale consists of 8-10 questions, scoring from 0 to
100, with higher values indicating greater satisfaction
with facial appearance. Before the implementation of the
scale, the corresponding license was obtained from its
authors, and it was applied in the official Spanish trans-
lation format. The FACE-Q skin cancer module was con-
ducted through telephone call by the researchers, once
per patient (not per number of tumors).

Data collection was conducted ambispectively;
patient background and surgical procedure-related vari-
ables were taken from the health records retrospec-
tively, while the FACE-Q score and survival variables
were obtained through phone call.

Procedure

As relevant data from the health records for the anal-
ysis, sociodemographic variables, skin type, course of
the disease, cancer type (basal cell carcinoma or squa-
mous cell carcinoma), tumor type (primary, recurrent,
or persistent), previous treatment (conventional surgery,
imiquimod, or other [cryosurgery, 5-fluorouracil, elec-
trodesiccation-curettage]), localization by anatomical
sites to provide a more specific description of esthetic
and functional outcomes (nose, orbital region, lip region,
ear region, malar region, frontotemporal region, scalp),
clinical tumor size, surgical states, timing of care (time
elapsed between the decision for MMS [delivery of the
medical order in the office] and when it was actually
performed), tumor invasion (subcutaneous tissue, mus-
cle, cartilage, bone), reconstruction technique (direct
closure, flap, graft, second intention closure, combined
techniques), and esthetic and functional outcomes were
recorded. Specific and overall survival outcomes were
explored prospectively.

Telephone follow-up was conducted to apply the scar
appearance satisfaction scale from the skin cancer
module of the FACE-Q scale to measure patient per-
ceptions of esthetic outcomes.
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Analysis

Sociodemographic, clinical, surgical, esthetic, and func-
tional results were presented as measures of central
tendency and dispersion if they were quantitative vari-
ables, based on data distribution. Qualitative variables
were expressed as absolute and relative frequencies.

Patient satisfaction was expressed as an average with
standard deviations (SD), and to compare the score of
the skin cancer module of the FACE-Q scale, the mean
FACE-Q score was calculated with each variable of
interest (sex, age, skin type, cancer type, location, and
reconstruction technique). Patient age was categorized
into 2 groups: < 65 and > 65 years.

To determine differences in the FACE-Q score aver-
age among the different variables of interest, the
Student’s t-test was used for dichotomous variables
and the ANOVA one for variables with > 2 categories.

Survival analysis after the surgical procedure was
performed using Kaplan—Meier analysis, defining the
patient’s status as reported through telephone call as
the outcome. The database was created in Excel and
analyzed using Stata 13 software.

Results

A total of 1074 patients with 1286 tumors meeting the
inclusion criteria were included. After applying the exclu-
sion criteria, 530 patients with 650 tumors were included
who received a telephone call, and it was found that 36
had died. Therefore, the FACE-Q survey from the skin
cancer module was applied to the 494 surviving patients.
Of these, 294 (59.5%) were followed up during the first
6 months and 149 (30.1%) for up to 1 year.

Sociodemographic results

The median age was 68 years (interquartile range
[IQR]: 57-77), and women represented 58.5% (n = 310)
(Table 1).

Clinical results

A total of 92.9% (n = 604) of carcinomas were basal
cell carcinomas, with the nodular subtype accounting
for 67.5% (n = 434), followed by trabecular at 35.6%
(n = 229), micronodular at 24.5% (n = 222), superficial
at 6% (n = 39), and morpheaform subtype at 0.9%
(n = 6). On the other hand, 7% (n = 46) were squamous
cell carcinomas, with the well-demarcated subtype
being the most prevalent at 41.3% (n = 19).

Table 1. Sociodemographic, clinical, and surgical
characteristics of the patients

Sex (n = 530)
Female 310 58.5
Male 220 415
Fitzpatrick phototype (n = 241)
ll 36 14.9
1 148 61.4
IV 57 23.6
Cancer type (n = 650)
Basal cell 604 93
Squamous cell 46 7.0
Tumor relapse (n = 650)
Primary 597 91.8
Recurrent 47 1.2
Persistent 6 0.9
Previous treatment (n = 53)
Conventional surgery 41 713
Imiquimod 2 3.2
Other 10 18.8
Location (n = 650)
Nasal region 260 40
Orbital region 116 17.8
Lip region 43 6.6
Ear region 54 8.3
Malar region 118 18.1
Frontotemporal region 44 6.7
Scalp 15 23
Tumor invasion
Reticular dermis 342 52.6
Subcutaneous tissue 98 15
Muscle 189 29
Perichondrium 18 2.7
Periosteum 3 0.4
Reconstruction technique (n = 650)
Direct closure 74 11.3
Flap 469 721
Graft 90 13.8
Graft + Flap 13 20
Secondary intention closure 4 0.6

Data on MMS stages were obtained for 97.6%
(n = 635) of tumors. We should mention that 52.1% of
tumors were completely excised in one stage (n = 331),
40.6% in 2 stages (n = 258), 6.7% in 3 stages (n = 43),
0.31% in 4 stages (n = 2), and 0.16% in 5 stages for
complete excision (n = 1).

Esthetic results

Among the 584 tumors evaluated within the first
month, 0.8% (n = 5) presented acute complications
post-MMS, corresponding to suture dehiscence. Within
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the first 6 months, 89% of patients (n = 326) presented
eutrophic scars, 9.2% (n = 34) were hypertrophic, and
1.6% (n = 6) were atrophic (Fig. 1).

Functional results

Within the first 6 months of follow-up, ectropion was
found in 2% (n = 6) of operated tumors and 0.3% (n = 1)
had lagophthalmos, while at 1 year, 2.6% (n = 4) pre-
sented ectropion and 0.6% (n = 1) had lagophthalmos.

In the ear region, it was observed that 1% (n = 3) had
ear retraction, and in 0.3% (n = 1), helix preservation was
not achieved, while at 1 year, it was observed that 0.6%
(n = 1) exhibited ear retraction.

In the lip region, 0.3% (n = 1) of the tumors did not allow
lip sealing, and in 0.3% (n = 1), suction was impaired,
while at 1 year, 0.6% (n = 1) did not allow lip sealing.

In the nasal region, 1% (n = 3) of tumors caused nasal
alar retraction, while at 12 months, 1.3% (n = 2) did so.

Patient satisfaction

The scar appearance survey from the skin cancer
module of FACE-Q was conducted with a median of
40 months after surgery (IQR, 29-52 months).

Overall, the cohort was highly satisfied with their
medical care. The mean score in the scar appearance
domain of the skin cancer module of the FACE-Q sur-
vey was 93.2% (SD, 11.9) (Table 2).

No patients with recurrences after MMS were evidenced
within the evaluated data.

Mortality

The all-cause mortality rate was 6.8% (n = 36)
(Fig. 2). Of the deceased patients, 19.4% were due to
CQVID-19, all of whom were men with a median age of
70 years. A total of 5.6% of patients died due to squa-
mous cell carcinoma metastasis (n = 2) and the remain-
ing 75% (n = 27) from other causes. No data on other
types of NMSC-causing mortality were obtained in this
study.

Discussion

MMS has become the standard of care for the man-
agement of high-risk NMSC8. Therefore, we present an
ambispective cohort that allowed us to evaluate the
esthetic and functional outcomes of MMS in NMSC,
using the FACE-Q satisfaction scale as an evaluator of
quality of life and healing.

6.00%

m 6 months = 12 months
5.00% 5.37%

4.00%

3.00%

3.23%

2.00%

2)
1 1
o
1.00% 61%
0.00% A%

Atrophic Hyperpigmentation Hypopigmentation  Telangiectasias

Figure 1. Esthetic outcomes at the 6- and 12-month
follow-up.

The mean age of the study population was 68 years,
with a higher number of women, which is consistent with
other studies, such as the one conducted at the University
Hospital of Basel, Switzerland, where the age range was
54-84 years, with a mean of 63 years, and a higher per-
centage of female population®.

In the evaluated patients, the most frequent location of
NMSC was nasal, which is consistent with the study con-
ducted by Carvalho et al. in Sdo Paulo, where 101 patients
with basal cell carcinoma were evaluated, and the most
frequent location was the nasal region, followed by the
periorbital region. In addition, they also exhibited more
esthetic or functional complications®.

The application of the FACE-Q scale allowed us to
evaluate 93.2% of the patients included in the study,
with a mean global satisfaction score of 93.2%, which
demonstrates a high degree of satisfaction after MMS.
This is also demonstrated in other studies, such as in
the cohort of Asgari et al., where patients with NMSC
treated with MMS had predictors of higher satisfaction,
better skin quality, and better health status®.

Among the patients evaluated with the FACE-Q
scale, 59.5% underwent the first follow-up at 3-6 months,
while 30.1% were follow-up at 6 and 12 months, demon-
strating that the possibility of follow-up and control by
the same center or specialist is a difficult task.

This was also evidenced by the study conducted at
the University of Chicago and Memorial Sloan Kettering
Cancer Center, where it was found that the recruitment
and follow-up of skin cancer patients are highly variable
and impacted by multiple factors, depending on the
possibility of contact with the patient or the interest in
participating in the study'.

Regarding functional results, the most frequent change
was ectropion, in 2%, while the least common changes
were ear retraction, lip seal changes, and nasal alar
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Table 2. Comparison of scores from the skin cancer module of the FACE-Q scale by demographic and clinical

variables.

vaiable oo | 0| Mmoo

Gender* Female

Male
Age* < 65 years
> 65 years

Fitzpatrick phototype* 2
3
4

Basal cell
Squamous cell

Cancer type’

Location® Nose
Orbital region
Lip region
Ear region
Malar region
Frontotemporal region
Scalp

Direct closure
Flap

Graft

Flap + Graft

Reconstruction technique’

Secondary intention closure

SD: standard deviation.
*n = 530 patients.
n = 650 tumors.

Kaplan-Meier survival estimation
7 pm—
= =
H_\—
=
2
3
o
&
o
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0 1000 2000 3000 4000
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Figure 2. Survival graph (considering all-cause mortality,
in days).

retraction. Factors associated with a higher risk of func-
tional changes were advanced age and high-risk histo-
logical patterns (trabecular). This correlates with functional
changes, as evidenced in an analysis conducted at the
University of Rochester with 320 patients, where ectro-
pion and retractions, or nasal stenosis, were the main
findings'2.

We should mention that our study has a considerable
sample size, with a high response and satisfaction rate

296 92.01 (13.44) 0.0063
198 94.99 (8.93)
181 93.50 (11.49) 0.6381
310 92.97 (12.21)
33 93.58 (15.02) 0.8700
140 90.72 (12.57)
53 92.51 (11.55)
565 93.08 (11.93) 0.9086
39 93.31 (11.48)
246 91.90 (12.73) 0.0825
112 93.13 (12.05)
40 90.13 (12.92)
47 94.49 (11.00)
109 95.51 (10.67)
37 95.05 (8.84)
13 93.69 (7.47)
72 96.46 (6.11) 0.0637
433 92.80 (12.22)
83 91.59 (13.88)
12 91.67 (9.96)
4 100 (0.0)

in the FACE-Q survey. This is consistent with what
Vaidya et al.", reported who conducted a cross-sectional
study and applied the satisfaction scale to 408 patients,
with a response rate of 39%. In addition, in our study,
in-person follow-up was conducted for up to 1 year and
remote follow-up for up to 9 years, confirming that heal-
ing improves over time, which allows for a reference on
the possible progression of patients in relation to their
esthetic and functional outcomes.

Similarly, our study confirms that MMS achieves high
functional outcomes in addition to the known oncolog-
ical results, allowing for the preservation of patient
quality of life. This was also evidenced in a prospective
study conducted at the University of Nebraska, where
226 patients who underwent MMS for NMSC showed
a high satisfaction rate, with a significant percentage
being satisfied with the procedure and its results®.

Limitations

We consider that the limitations of this study are
based on the difficulty in complying with all established
follow-ups and the retrospective collection of data. In addi-
tion, subgroups of patients with lower scores on the FACE-Q
scale were too small to perform statistical analyses of
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associations, and the surveys were conducted remotely
by medical personnel to facilitate their application due to
the size of the population; however, it is designed to be
self-administered, which could lead to a conformity bias.
Therapies performed for the described complications
were not evaluated in this study, and we consider this to
be an interesting new line of research. Nevertheless, the
study has a significant number of patients in whom
esthetic and functional outcomes are evaluated, with long
follow-up periods, which provides valuable information to
the medical community and facilitates decision-making
when intervening in patients with NMSC.

Conclusions

MMS generates excellent functional and esthetic out-
comes in patients with NMSC, which can be demon-
strated by the high satisfaction rates evidenced in the
scales of the skin cancer module of the FACE-Q con-
ducted by patients. This ultimately allows for the pres-
ervation of patient quality of life, also leading to better
functional outcomes.
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Usefulness of dermoscopy in nail psoriasis

Utilidad de la dermatoscopia en la psoriasis ungueal

Sonia Rodriguez-Saa* and lleana R. Camardella
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Abstract

Clinical manifestations of nail psoriasis are diverse and depend on the compromised nail apparatus area. When nail invol-
vement concomitantly occurs with skin lesions, the diagnosis is relatively easy. Nonetheless, in patients with nail compromise
solely, the diagnosis is challenging. This review aims to present the current evidence on the dermatoscopic features of nail
psoriasis. An exhaustive review of the literature was performed. Relevant studies published from May 2005 to May 2022
explaining the detailed dermatoscopic evaluation of the nail apparatus in patients affected with psoriasis were systematica-
lly searched for in scientific databases: Lilacs (IBECS) and PubMed. Study quality was assessed by “Quality Assessment of
Diagnostic Accuracy Studies.” Overall, onychoscopy is the fundamental diagnostic tool in the clinical evaluation of these
patients. It is considered a non-invasive, accessible, and easy procedure during dermatoscopic visits. Onychoscopy not only
confirms the clinical suspicion but also, is a useful guide for the treatment selection as it allows a complete evaluation of the
nail apparatus. To conclude, we intend to emphasize the onychoscopy evaluation as a routine practice in patients affected
with psoriasis and in suspected ones.

Keywords: Psoriasis. Nail. Dermoscopy.

Resumen

Las manifestaciones clinicas de la psoriasis ungueal son variadas y dependen del drea afectada. Cuando la psoriasis un-
gueal ocurre concomitantemente con lesiones cutdneas, su diagndstico es sencillo, pero en los pacientes con afectacion
ungueal aislada se dificulta. El objetivo de esta revision es presentar la evidencia actual sobre las caracteristicas dermatos-
cOpicas de la psoriasis ungueal. Se realizd una revision de las caracteristicas dermatoscopicas de la psoriasis ungueal, su
utilidad en el diagndstico precoz y la relacion con la gravedad de la psoriasis. Se llevd a cabo una revision exhaustiva de
la literatura cientifica sobre estudios que evaluaron las caracteristicas dermatoscdpicas de la unidad ungueal en pacientes
con psoriasis. La busqueda bibliogrdfica se realizd en las bases de datos Lilacs (IBECS) y PubMed desde mayo de 2005
hasta mayo de 2022. Los resultados mostraron que la onicoscopia es una herramienta util para la evaluacion del aparato
ungueal, que no es invasiva y resulta rdpida y accesible. En esta revision se destacan las caracteristicas dermatoscdpicas
clave de la psoriasis ungueal. La onicoscopia puede confirmar el diagndstico clinico y es util para lograr una mejor precision
diagndstica y guiar el tratamiento adecuado, al permitir una mejor visualizacion de las estructuras de toda la unidad ungueal.
Como conclusidn, se recomienda el uso del dermatoscopio para la evaluacion del aparato ungueal en la consulta dermato-
Iégica de pacientes con psoriasis.
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Introduction

Psoriasis is a common, inflammatory, systemic, and
chronic dermatosis, which is genetically based and immu-
nologically mediated. It typically affects the skin, tradition-
ally exhibiting erythematous and scaly lesions, with a
predilection for the scalp, the lumbosacral region, and
extensor surfaces of the elbows and knees. It can affect
mucous membranes, semi-mucous membranes, append-
ages, and joints"2. Nail involvement in psoriatic patients
is a common finding, with a prevalence ranging from 20%
up to 50% according to published studies; the prevalence
in patients with psoriatic arthritis can reach up to 90%°°.
Nail psoriasis causes significant morbidity, with functional
and esthetic impairment'®. Between 5% and 10% of
patients have nail involvement without skin involvement,
which complicates diagnosis. Its presence is associated
with a higher psoriasis area severity index (PASI), a longer
course of the disease, and is an independent predictive
factor for developing psoriatic arthritis®®.

Dermoscopy is a non-invasive diagnostic technique
to examine pigmented and non-pigmented lesions. It is
also useful in diagnosing nail lesions. Dermatoscopy of
the nail unit is known as onychoscopy’°.

In this study, we conducted a review of the dermo-
scopic features of nail psoriasis, its utility in early diag-
nosis, and its relationship with psoriasis severity. The
objective of this review is to present current evidence
on the dermoscopic features of nail psoriasis.

Materials and methods

We conducted a comprehensive review of the scien-
tific literature on studies evaluating the dermoscopic
features of the nail unit in psoriatic patients. The liter-
ature search was performed in the Lilacs (IBECS) and
PubMed databases in May 2022. The keywords “der-
matoscopy” and “nail psoriasis” and their synonyms
were used, both in Spanish and English ([“dermoscopy”
OR “videodermoscopy” OR “dermoscopic” OR “ony-
choscopy”] AND [“nail psoriasis” OR “psoriatic nail”]).
Articles obtained through manual search from the ref-
erences of review articles were also evaluated.

The search yielded a total of 61 articles, 20 of which
were excluded due to duplication. Then, 23 articles were
excluded for not being original studies or being irrele-
vant. Original articles that included the dermoscopic
description of nail psoriasis as a primary topic, in English
and Spanish, were included for review. Information from
the 18 selected articles was collected, summarized,
organized, and edited through narrative synthesis.

Results

Onychoscopy can be performed with a manual der-
matoscope providing a 10x magnification or with a dig-
ital dermoscopy system for the acquisition of images
with higher magnification (between 20x and 70x); both
allow saving images for subsequent monitoring. It is
recommended to perform dry onychoscopy first and
then apply ultrasound gel or gel alcohol to the target
region, which, due to its viscosity, remains on the sur-
face and fills the space between the convex surface of
the nail and the flat surface of the dermatoscope!®'".
To avoid compression of capillaries and improve their
visualization, dermoscopy with polarized light and with-
out contact is recommended'?.

Onychoscopy allows better visualization of anomalies
that may be clinically observed and facilitates the
detection of early or mild changes*3.

Yadav and Khopkar 14 performed dermoscopy on
68 patients with chronic plaque psoriasis, with subtle
nail lesions not easily discernible to the naked eye.
They found that 46 exhibited dermoscopic changes.
The most common and statistically significant findings
compared to healthy controls were pits, distal and lat-
eral onycholysis, oil drop sign, splinter hemorrhage,
and the presence of dilated vessels in the onychoderm
band surrounded by a pale halo™.

The clinical signs of nail psoriasis are varied and
depend on the affected region; the nail bed, nail matrix,
hyponychium, and nail folds can be compromised. Table 1
illustrates the most common clinical signs according to
the location of the disease®. These characteristics are not
exclusive to psoriasis but are useful for its diagnosis.

Dermoscopic findings of nail matrix
involvement

Signs of nail matrix involvement in psoriasis include
pits, leukonychia, red spots in the lunula, dystrophy
(fragility and disintegration of the nail plate), transverse
grooves, and trachyonychia (rough nails with a dull
appearance due to the presence of longitudinal stria-
tions and pinpoint depressions)®.

Pits (Fig. 1) are caused by defective keratinization of
the proximal nail matrix, leading to the accumulation of
para-keratotic cell foci. Shedding of these cell foci
results in the formation of pinpoint depressions in the
nail plate'®. Pits are best observed with dry onychos-
copy and in nail psoriasis, they are characterized by
being deep, irregular in shape, size, and distribution,
sometimes covered with scales and a white halo”416.17,
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Table 1. Clinical characteristics of nail psoriasis based on the region that has been damaged

Localization of damage | Clinical finding
Nail matrix Pits
Leukonychia
Red spots in the lunula
Nail plate disintegration
Beau's lines
Trachyonychia
Nail bed Splinter hemorrhages
Onycholysis
0il spots or salmon patches
Subungual hyperkeratosis

Hyponychium Onychorrhexis

Description

Figure 1. Pits.

In the study by Chauhan et al.’®, pits were the most
common finding, present in 60.5% of the fingers of the
hands and only 5.9% of the toes. Similar results have
been reported in other studies’*215,

Leukonychia occurs due to para-keratosis of the dis-
tal nail matrix, which prevents the normal shedding of
underlying keratinocytes. A slightly higher frequency of
leukonychia has been observed through dermoscopic
examination versus clinical observation®.

Longitudinal striations were found in 57.3% of the
fingers of the hands and 22.7% of the toes, and

Small depressions in the nail plate

White discoloration of the nail plate

Pink-red dotted areas in the lunula

Fragility and disintegration of the nail plate, nail dystrophy

Transverse grooves in the nail plate

Rough and dull nails, with abundant longitudinal streaks and pinpoint depressions
Linear areas of visible bleeding through the nail plate

Distal separation of the nail plate from the nail bed

Irregular areas of yellowish or salmon-colored pigmentation

Accumulation of white-grayish keratin between the bed and the nail plate

Longitudinal ridges and distal splitting of the nail plate

leukonychia in 26.4% of the fingernails and 11.8% of
the toenails, which was similar to the naked-eye exam-
ination, and nail plate dystrophy in approximately 22%
of the fingernails and 82% of the toenails. Similar
results were obtained in other studies’*121518.19,

A red spot in the lunula or red lunula is an infrequent
finding. With onychoscopy, the detection of this finding
increased from 0.2% up to 12.9% in the nails of the
hands and from 0% to 3.9% in the nails of the feet
clinically involved. Among clinically uninvolved nails,
this finding was evident in 18/107 (16.8%) in the hands
and 10/339 (2.9%) in the feet. Red spots in the lunula
were described in only 1.5% to 8% of cases''%'°.

In the study by Long et al.”?, they found that 83.3%
of nails with a red lunula were accompanied by dilated
linear capillaries. Histopathologically, the red lunula
corresponds to an increased blood flow.

Blurry lunula was an additional finding reported in the
work of Chauhan et al.'?, described as a wide, white,
and irregular lunula, which had not been previously
reported in the literature. In clinically affected nails, it
was observed in 33.6% of the fingernails and 4.9% of
the toenails. In clinically unaffected nails, it was observed
in 8.4% of the fingernails and 1.8% of the toenails'.

Dermoscopic findings of nail bed
involvement

Signs of nail bed involvement in psoriasis include sub-
ungual hyperkeratosis, dilated capillaries, onycholysis,
splinter hemorrhages, and oil drop (or salmon patch)®.
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In both fingernails and toenails, subungual hyperker-
atosis (Fig. 2) is the most common feature: 52.8% of
fingernails and 85.1% of toenails. Its observation
increased by 40% and 73%, respectively, compared to
the naked eye examination. Other authors found lower
frequencies, ranging from 9% up to 46%'%'415,

In approximately 50% of fingernails and 10.8% of toe-
nails, dilated capillaries of bright red or dark red color
surrounded by a pale halo in the onychodermal band were
found. This finding was also present in 28% of clinically
unaffected fingernails and 2.4% of clinically unaffected
toenails. Furthermore, Yadav and Khopkar 14 reported
their presence in 19.5% of cases, and Long et al. in 60%'2.

Onycholysis (Fig. 3) occurs due to the separation of
the nail plate from the nail bed and is observed in ony-
choscopy as an opaque area in the distal or lateral part
of the nail plate. It is one of the most common findings
in nail psoriasis, found in up to 93.3% of cases in some
studies™ 101215,

Yorulmaz and Artuz1 observed a linear erythematous
border around onycholysis at its proximal end, which
was better observed with dermoscopy versus clinical
examination. This finding cannot be seen in traumatic
onycholysis or onychomycosis, making it specific to
psoriatic nails and useful for the diagnosis of nail pso-
riasis, especially in cases of isolated onycholysis. Its
approximate frequency is 22%' 7121315,

Splinter hemorrhages (Fig. 4) are also a common
finding, although less specific to nail psoriasis. They
appear as thin, longitudinal lines, usually in the distal
part of the nail, red or purple when recent, and over
time become reddish-brown and darker. They are
caused by capillary rupture, which in this location runs
longitudinally in the dermoepidermal ridges, causing
blood extravasation beneath the nail plate, giving it a
linear or “splinter” appearance’'*".

Onychoscopy improves the visualization of splinter
hemorrhages, which can also be seen with greater
magnification as pinpoint or elongated serpentine hem-
orrhages'”'. Onychoscopy increased their detection
by 20% up to 40% in fingernails and from 21% up to
31% in toenails' 101215,

Oil spots or salmon patches are irregular translucent
areas of yellowish-red or orange color; they appear red
in dark skin. They occur due to focal onycholysis due
to para-keratosis of the nail bed'”'”. They have been
reported in 10% of fingernails and 2.9% of toenails. The
lower frequency of oil spots in toenails versus finger-
nails may be attributed to increased dystrophy in the
toenails, making the visualization of oil spots difficult
even on the onychoscopy 101415,

P il o Y 3

Figure 2. Subungual hyperkeratosis.

Figure 3. Distal onycholysis with erythematous border.

The pseudofiber sign (Fig. 5) was first described by
Yorulmaz and Artuz', who observed this characteristic on
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Figure 4. Splinter hemorrhage.

the dermoscopy in 34.3% of their patients. Pseudofibers
are filamentous structures of red and black color, located
near the cuticle or under the hyponychium along the free
distal edge of the nail plate. They suggested that the
pseudofiber sign might be related to psoriasis of the nail
bed and that filamentous structures represent bare cap-
illaries. This hypothesis has been questioned by several
authors. Ankad et al.” consider this sign analogous to the
“textile fiber” described by Lencastre et al., in which
fibers adhere to an excoriated or ulcerated surface, and
they also observed that these structures could be easily
removed, so they represent tissue fibers rather than the
venous or arterial ends of capillaries. Therefore, they
suggest not using the prefix “pseudo.” In their study?,
reported the presence of adherent textile fibers in 34.2%
of patients with nail psoriasis.

Dermoscopic findings in the hyponychium

The hyponychium can be observed by placing the
dermatoscopy underneath the free edge of the nail
plate'. Hyponychial onychoscopy is very useful to con-
firm the diagnosis of psoriasis in patients presenting
solely with onycholysis or mild subungual hyperkerato-
sis. Irregularly distributed, dilated, tortuous, and elon-
gated capillaries can be observed?'. Capillaries are
best visualized at 40x magnification; at lower magnifi-
cation with a manual dermatoscope, they may appear
as regular red dots''”?":22, This sign could be due to
underlying changes to dermal vasculature, which may
be representative of the well-described Auspitz sign
clinically demonstrated in psoriatic plaques'.

Hyponychial onychoscopy of clinically affected nails
showed regularly arranged red dots in 38.6% of finger-
nails and 59.4% of toenails, and dilated, tortuous, and
irregular capillaries in 2.9% of fingernails and 0.9% of

Figure 5. Textile fibers beneath the nail plate and dilated
capillaries in the hyponychium.

toenails. In addition, onychoscopy was able to detect
similar changes in clinically unaffected fingers and toe-
nails (34.6% vs. 5.6%)'. In the study conducted by
Ankad et al.’, red dots in the hyponychium were the
most common finding. This was reported in 35.8% of
cases by Yorulmaz and Artuz', and in 10% of cases by
Wanniang et al.'®, while lorizzo et al.?' reported this
finding in the 30 patients with nail psoriasis from their
study.

Hyponychial onychoscopy can also be a useful sup-
portive tool for differentiating early psoriatic arthritis
from early rheumatoid arthritis. The differential diagno-
sis of these two diseases can be quite difficult, as both
can present with symmetric joint involvement. In early
psoriatic arthritis, dermatoscopy shows diffuse distribu-
tion of pinpoint red vessels. In rheumatoid arthritis,
three vascular patterns may be observed: (1) irregular,
blurry, purple vessels; (2) avascular appearance; or (3)
scattered, pinpoint, purple vessels'”23:24,

Correlation with disease severity and
treatment response

According to the study by lorizzo et al.?", hyponychial
capillary density correlates positively with disease
severity. Yorulmaz and Artuz1 evaluated 67 patients
with nail psoriasis and found that the pseudofiber sign,
dilated capillaries in the hyponychium, nail dystrophy,
subungual hyperkeratosis, transverse grooves, and tra-
chyonychia were positively associated with the severity
of nail psoriasis. Similar results were obtained in the
study by Long et al.’?, where red lunulae, longitudinal
ridges, and erythematous borders of onycholytic areas
correlated with the severity of nail psoriasis.

The study by Arora et al.* they calculated the
nail psoriasis severity index (NAPSI) and modified
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NAPSI (mNAPSI) using the dermatoscopy (ANAPSI and
dmNAPSI), and found that it improved the detection of
early psoriasis and that ANAPSI was better than NAPSI
at detecting worsening of PASI in moderate-to-severe
psoriasis. Both mNAPSI and dmNAPSI increased with
the severity of joint involvement, with no significant dif-
ferences reported between these two indices.

Onychoscopy can be useful for assessing treatment
response, although research in this area is currently
limited. lorizzo et al.?! reported fewer visible hypony-
chial capillaries after 3 months of treatment with cal-
cipotriol ointment twice daily. Hashimoto et al.
observed that the resolution of diffuse nail plate scal-
ing, transverse fissures, nail plate thickening, and splin-
ter hemorrhages were associated with improvements
in patients’ PASI after biological treatment.

Utility in the differential diagnosis

Red dots on the hyponychium do not seem to be
associated with onycholysis due to onychomycosis or
trauma. This means that the red dots would be specific
to onycholytic psoriasis’.

Dermoscopy of nail pits can be useful for differential
diagnosis with other diseases that also exhibit these
signs, especially when they are the only sign of nail
psoriasis. The other common disease that can present
solely with nail pits is alopecia areata, but in this disease,
they are regular in shape, size, and distribution'”.

Dermoscopy helps clinically differentiate onycholysis
based on different etiologies. In their study, Ankad
et al.” found that onycholysis due to psoriatic nails,
distal and lateral onychomycosis, and trauma, exhibits
distinctive and characteristic onychoscopic patterns.
The serrated proximal edge, the northern lights sign,
and the “ruined” pattern of subungual hyperkeratosis
are specific features of onychomycosis. In traumatic
onycholysis, the history of trauma is very useful, but in
many cases, the patient does not remember it, so der-
matoscopy is very helpful, since in traumatic onycholy-
sis the proximal edge is linear, regular, and smooth, not
surrounded by an erythematous border as occurs in
psoriasis-induced onycholysis”'°.

Discussion

When nail psoriasis occurs concomitantly with skin
lesions, its diagnosis is straightforward, but in patients
with isolated nail involvement, it becomes difficult due
to its similarity with other causes, such as onychomy-
cosis, lichen planus, alopecia areata, pityriasis rubra

pilaris, traumatic onycholysis, and others. Nail biopsy
is the method of choice for diagnosis, but it is painful,
can leave a scar or permanent changes to nail growth,
and has proven diagnostic only in 50% of cases of nail
psoriasis. Onychoscopy can serve as a tool to improve
diagnosis and could avoid biopsy in some cases'’.

Onychoscopy is useful for evaluating the nail appa-
ratus and is non-invasive, quick, and accessible. In this
review, we highlighted the key dermoscopic features of
nail psoriasis. After evaluating the published studies, a
great heterogeneity in the terminology used emerges,
making comparison difficult.

Onychoscopy acts as a bridge between clinical and
histopathological examinations and helps diagnose nail
psoriasis even before the appearance of clinical signs
of nail involvement. The presence of dermoscopic fea-
tures in clinically unaffected nails can serve as an early
marker of disease activity.

Conclusions

Onychoscopy is a useful tool for evaluating the nail
apparatus. Onychoscopy can confirm clinical diagnosis
and is useful for achieving better diagnostic accuracy
and guiding appropriate treatment, by allowing a better
visualization of nail structures as a whole. Although
histopathology provides definitive information, there is
a good correlation between clinical, dermoscopic, and
histopathological examinations in the differential diag-
nosis of nail diseases.

Based on the results of this review, the use of a der-
matoscope is recommended for evaluating the nail
apparatus in the dermatological consultation of patients
with psoriasis.
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Case series, clinical spectrum of cutaneous leishmaniasis in a
family: another great imitator

Serie de casos, espectro clinico de la leishmaniasis cutanea en
una familia: otro gran imitador
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Abstract

Leishmaniasis is a parasitic disease endemic in Central and South America. There are three main clinical forms: cutaneous,
mucocutaneous, and visceral leishmaniasis, with a variable prognosis. Diagnosis is made based on clinical features, epide-
miological context, and parasitological confirmation. To report the cases of three family members: a 42-year-old father, his
13-year-old daughter, and his 6-year-old son, with different clinical manifestations of cutaneous leishmaniasis, some of which
resemble other cutaneous diseases. Case series. The clinical spectrum of cutaneous leishmaniasis is broad. Therefore, it is
necessary to maintain a high level of clinical suspicion to do early diagnosis and offer an optimal treatment.

Keywords: Leishmaniasis. Cutaneous leishmaniasis. New world leishmaniasis.

Resumen

La leishmaniasis es una enfermedad parasitaria endémica en paises de Centroamérica y Sudamérica. Existen tres formas
clinicas principales: leishmaniasis cutdnea, mucocutanea y visceral, con un prondstico variable. El diagndstico se basa en
la clinica, el contexto epidemiolégico y la confirmacidn parasitoldgica. Reportar tres casos de leishmaniasis cutanea en una
familia: el padre de 42 afios, su hija de 13 afios y su hijo de 6 afios. Presentaban lesiones diferentes, atipicas, que imitaban
otras enfermedades dermatologicas. Serie de casos. La presentacion clinica de la leishmaniasis cutdnea es amplia. Se debe
mantener una alta sospecha clinica para poder realizar un diagndstico temprano y emplear un tratamiento oportuno.

Palabras clave: Leishmaniasis. Leishmaniasis cutdnea. Leishmaniasis del Nuevo Mundo.

papule or nodule that ulcerates, with subsequent
self-resolution in most cases?. However, uncommon
forms have been described whose clinical presentation
poses a diagnostic challenge, as it can mimic or resem-

Introduction

Leishmaniasis is an endemic parasitic infection in
Colombia and therefore represents a problem for public
health. It has been found more frequently in Guaviare,

Narifio, and Risaralda'. There are three clinical forms
of leishmaniasis: cutaneous, mucocutaneous, and vis-
ceral. Cutaneous leishmaniasis usually presents as a
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ble other skin diseases®. Within the atypical lesions,
eczematous, psoriasiform, lupoid, and sporotrichoid
lesions have been described, among others.
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We present the case reports of the members of the
same family with different clinical presentations of cuta-
neous leishmaniasis treated at the dermatology depart-
ment of the Hospital de San José in Bogota, Colombia.
These cases demonstrate the wide spectrum of clinical
signs of cutaneous leishmaniasis, constituting a diag-
nostic challenge.

Case reports

Three members of a family presented to the derma-
tology department of the hospital de San José. The
father, aged 42, consulted with his 13-year-old daughter
and 6-year-old son due to the presence of erythema-
tous, pruritic, progressively growing lesions with ulcer-
ation following a trip to a rural area of Boyaca 3 months
prior. The morphology of the lesions and the affected
location varied among the three cases. None of them
had a relevant past medical history.

On physical examination, the child exhibited an ery-
thematous, ulcerated plaque with infiltrated erythema-
tous edges and a clean center, located in the
periumbilical region (Fig. 1). In the girl, multiple infil-
trated erythematous plaques with desquamation, a few
verrucous areas, and others ulcerated with hematic
crusts were observed on the arms, resembling eczem-
atous disease (Fig. 2). Finally, the adult exhibited an
infiltrated tumoral lesion on his right cheek, resembling
a lupoid lesion (Fig. 3). None of them exhibited mucosal
changes or lymphadenopathies.

Considering the clinical characteristics and the epi-
demiological context, cutaneous leishmaniasis was
suspected. Skin biopsies were performed, with similar
histopathological findings in all three cases. Normal
epidermis was observed with a nodular and diffuse
infiltrate in the dermis composed of lymphohistiocytes
and numerous plasma cells. Given this, the histopatho-
logical diagnosis was nodular granulomatous dermatitis
rich in plasma cells of infectious etiology.

Considering the clinical characteristics and the epi-
demiological context, cutaneous leishmaniasis was
suspected. Skin biopsies were performed, with similar
histopathological findings in all three cases. A normal
epidermis was observed with a nodular and diffuse
infiltrate in the dermis composed of lymphohistiocytes
and numerous plasma cells (Fig. 4). Therefore, the his-
topathological diagnosis was nodular granulomatous
dermatitis rich in plasma cells of infectious etiology.

Considering the history of recent travel expo-
sure to an endemic area, the clinical features, and his-
topathology, the diagnosis of cutaneous leishmaniasis

Figure 1. Typical presentation in the child in the
periumbilical region showing an erythematous, ulcerated
plaque with raised, infiltrated edges, a clean base, and
in the infraumbilical region showing an erythematous
papule.

Figure 2. Atypical presentation in the adolescent patient.
On the arms, multiple erythematous, infiltrated plaques
with desquamation, some verrucous areas, and others
ulcerated with hematic crusts, resembling eczematous
disease can be seen.

was established in all three cases. The two pediatric
patients received oral miltefosine at a dose of 2.5 mg/
kg/day for 28 days. The father received intramuscular
meglumine at a dose of 20 mg/kg/day for 20 days. At
3 months, all three patients showed a 90% clinical
response, without sequelae (Fig. 5).

Given the variety of clinical presentations of cutane-
ous leishmaniasis seen in our patients, mainly atypical,
we present these cases below, plus a brief review of
the literature.
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Figure 3. Atypical presentation in the adult patient. On
the right cheek, a tumoral, erythematous, infiltrated
plague with a lupoid appearance can be seen.

Figure 4. Histopathological findings. Nodular and diffuse
infiltrate in the dermis composed of lymphohistiocytes
and numerous plasma cells.

Discussion

Leishmaniasis is a parasitic infection that results in
a wide spectrum of diseases. There are three main
clinical forms of leishmaniasis: cutaneous, mucocuta-
neous, and visceral. Given the different forms of pre-
sentation, severity can vary from mild to potentially
fatal®.

Figure 5. Clinical response after treatment. Note the
clinical improvement.

The parasites of Leishmania causing cutaneous
leishmaniasis are divided into two groups: Old World
(Leishmania major, Leishmania tropica, and Leishmania
aethiopica) and New World species (Leishmania ama-
zonensis, Leishmania mexicana, Leishmania brasilien-
sis, and Leishmania guyanensis). The latter are endemic
in Central America and South America?.

Leishmaniasis is primarily a zoonotic disease, mean-
ing it is transmitted from animals to humans. Sandflies
belonging to the genus Phlebotomus (Old World) or
Lutzomyia (New World) transmit the parasite. The vec-
tor takes blood and regurgitates promastigotes into
human skin, which are then phagocytosed by macro-
phages. Within these cells, promastigotes transform
into amastigotes, non-flagellated intracellular forms,
which then multiply and cause the disease. The immune
response directed by helper T cells 1 (Th1) and 2 (Th2)
can control the infection and even achieve self-resolu-
tion in most cases®.

The World Health Organization estimates 0.7-1 mil-
lion cases of cutaneous leishmaniasis annually, affect-
ing individuals worldwide. More than 60 countries are
listed as endemic areas, with the majority in Central
and South America. In Colombia, in 2018, 6426 cases
of leishmaniasis were reported, mainly in Guaviare,
followed by Narifio and Risaralda. A total of 98.3%
(6319) of cases corresponded to the cutaneous form of
the disease'. In order of frequency, cutaneous leish-
maniasis is the most common one, followed by muco-
cutaneous and visceral. It is estimated that there are
more than 11 million people at risk in Colombia.
Therefore, it is considered a public health problem®.
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Back in 2019, Valero and Uriarte® conducted a liter-
ature review of the social, environmental, and climatic
factors associated with leishmaniasis and sought to
determine their impact on the incidence of the disease.
Socioeconomic and demographic factors were signifi-
cant in 49% of cases of cutaneous leishmaniasis. Low
economic level and related factors such as poverty
(lack of hygiene, malnutrition, poor conditions), pres-
ence of animals in the environment, work or residence
in rural areas, and lack of protection measures against
bites are considered important risk factors for cutane-
ous leishmaniasis (67%). Climatic variables also con-
stituted a risk factor. A mean temperature of 16 + 5.7°C
was found in all areas, with the highest incidence in the
Andean region of Colombia®. Therefore, the epidemio-
logical context is a key clue to diagnostic suspicion.

Cutaneous leishmaniasis is classified as acute or
chronic, depending on whether lesions last for more
than 1 year’. Most lesions are typical and diagnosed
rapidly. A few weeks or months after the bite, papules
or nodules develop, progressively growing until ulcer-
ation occurs. The ulcer is characterized by raised
edges and a clean center, resolving within a period of
3-18 months. However, it is estimated that 10% of cases
progress, become chronic, and present more severe
clinical signs®.

Apart from the typical clinical form, it can also pres-
ent with a wide variety of atypical cutaneous lesions,
making it a “great imitator” disease. In these cases,
diagnosis can be difficult to establish and often delayed.
Atypical clinical lesions can manifest in various forms,
such as erysipelas-like, sporotrichoid, eczematous,
lupoid, verrucous, chancroid, acneiform, or psorias-
iform lesions, among others®. These atypical forms
tend to occur mainly in cases of chronic cutaneous
leishmaniasis’.

Several factors contribute to the different morpholo-
gies of the chronic form of the disease, such as parasite
species, virulence, host immunity, and geographic fac-
tors®. Regarding the immune response, it is associated
with an imbalance between the Th1 and Th2 responses,
i.e., a decrease in the Th1 response and a predomi-
nance of the Th2 response. Therefore, there is a
decrease in interleukin (IL) 1o, IL-6, transforming
growth factor-beta (TGF-f), interferon-gamma, and
tumor necrosis factor-alpha, and on the other hand,
there is increased production of the cytokines IL-4, IL-5,
TGF-B, and IL-10.

Of the three cases presented here, two exhibited
atypical lesions. The adolescent developed the eczem-
atous form, which can manifest as acute dermatitis with

vesicular lesions, exudate, crusts, or, rarely, chronic
eczematous lesions that are often found on the extrem-
ities. It has been postulated that this clinical presenta-
tion is due to a severe imbalance in cellular immunity,
although this was not the case in our patient. On the
other hand, the father had a lesion mimicking discoid
lupus erythematosus. It usually manifests as atrophic
plaques with central scaling and peripheral papules.
Granulomatous dermatitis is observed in histopathol-
ogy instead of interface dermatitis®.

It is important to recognize and treat this disease
promptly, as it can lead to permanent scarring, affect
quality of life, and stigma?.

Diagnosis is based on clinical features and epidemio-
logical context, but definitive parasitic confirmation is
necessary. It is recommended to combine different tests,
such as histopathological examination, smears, culture,
and, if possible, DNA amplification techniques'.

Histopathological examination may show different
findings, such as abundant amastigotes, called
Leishman-Donovan bodies, present in approximately
45% of cases, with sensitivity rates of 50% up to 70%.
Other findings include a mixed infiltrate composed of
macrophages, neutrophils, and plasma cells with
necrosis (27.5%), early granuloma formation with focal
collection of epithelioid cells, lymphocytes, and some
plasma cells (15%), and lastly, less frequently (5%),
epithelioid granulomas in the dermis with Langerhans
giant cells, lymphocytes, and epithelioid cells®.

On the other hand, the parasite can only be identified
in 70% of cases of cutaneous leishmaniasis. Culture is
the best method to isolate it, but it is costly and
time-consuming (approximately 2 weeks). Another rec-
ommended method is the smear, which has the advan-
tage of being economical, simple, and rapid for
diagnosis. Finally, polymerase chain reaction, although
it has high sensitivity and allows determination of spe-
cific Leishmania species, is costly, and its availability
is a significant limitation, as in our environment®.

As mentioned, cutaneous lesions tend to resolve
spontaneously. The decision to initiate treatment aims
to accelerate healing and reduce scarring and the risk
of dissemination or progression. To choose the appro-
priate treatment, the patient’s age and immune status,
the involved species, and the geographic area where
the infection was contracted should be considered.
Therefore, treatment should be individualized in each
particular case®.

In the management of a patient with cutaneous leish-
maniasis, three possible scenarios should be consid-
ered: (1) observation and follow-up, (2) local treatment,
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and (3) systemic treatment. Observation and expectant
management may be indicated in patients with simple
cutaneous leishmaniasis lesions in spontaneous reso-
lution at the time of diagnosis and without mucous
membrane involvement. Local treatment is generally
indicated for simple lesions, i.e., scarce, small lesions
that do not cause functional or esthetic changes.
Finally, systemic treatment is indicated in cases of sim-
ple cutaneous leishmaniasis that do not respond to
local therapy and in cases of complicated cutaneous
leishmaniasis®.

Some possible options for local therapies include
thermotherapy, cryotherapy, electrosurgery, surgical
excision, curettage, radiofrequency, or topical com-
pounds such as imiquimod, paromomycin, or trichloro-
acetic acid. Systemic treatments include pentavalent
antimonials (meglumine), miltefosine, amphotericin B,
pentamidine, and azoles (itraconazole, fluconazole,
and ketoconazole)®.

The first-line therapy for cutaneous leishmaniasis in
adults is pentavalent antimonials (meglumine 20 mg/kg/day
for 20 days), and for pediatric cases, oral miltefosine
(2.5 mg/kg/day for 28 days). Other options for special or
refractory cases include liposomal amphotericin B and
pentamidine'8.

Conclusions

In conclusion, we presented three cases with different
clinical lesions of cutaneous leishmaniasis: lupoid form,
eczematous form, and typical presentation. Since
Colombia is an endemic country for leishmaniasis, it is
important to know the wide spectrum of clinical presen-
tation of this disease, including typical and atypical forms,
to avoid misdiagnosis and ensure timely treatment.
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Abstract

Scleromyxedema is a rare disease with a chronic course and unknown etiopathogenesis. It is characterized by dermal mu-
cin deposits, fibrosis, and proliferation of fibroblasts in the dermis. Clinically, it manifests with an eruption of waxy papules
and induration of the skin. It can be accompanied by systemic involvement and be associated with other diseases. Its treat-
ment is not standardized and is currently based on case reports. We present the clinical case of a patient with scleromyxe-
dema who received treatment with intravenous immunoglobulin in doses lower than those recommended in the literature
associated with systemic corticotherapy with a good response.

Keywords: Cutaneous mucinosis. Scleromyxedema. Intravenous immunoglobulin.

Resumen

El scleromyxedema es una enfermedad rara, de curso cronico y etiopatogenia desconocida. Se caracteriza por presentar
depdsitos de mucina dérmicos, fibrosis y proliferacion de fibroblastos en la dermis. Clinicamente se expresa con erupcion
de pdpulas céreas e induracion de la piel. Puede acompafarse de compromiso sistémico o asociarse con otras enferme-
dades. Su tratamiento no esta estandarizado y se basa actualmente en reportes de casos. Presentamos el caso clinico de
un paciente con scleromyxedema que recibid tratamiento con inmunoglobulina intravenosa en dosis menores que las reco-
mendadas en la literatura, asociado a corticoterapia sistémica, con buena respuesta.

Palabras clave: Mucinosis cutdnea. Scleromyxedema. Inmunoglobulina intravenosa.
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Introduction

Scleromyxedema is a rare, underdiagnosed condition
that usually affects adults between 30 and 80 years old,
with no predominance of race or sex, and its etiopatho-
genesis is unknown'. Clinically, it manifests with the
appearance of numerous hard and waxy papules in a
symmetric and generalized pattern, along with skin scle-
rosis. In most cases, it presents with a monoclonal gam-
mopathy and associated severe systemic disorders'-.

Diagnosis is based on the recognition of clinical and
histopathological findings and the presence of parapro-
teins or the absence of thyroid disorder in the lab test
results®.

The most widely used first-line therapy is IV immu-
noglobulin (IVIG), for its safety and efficacy profile*®.
Thalidomide and systemic glucocorticoids are consid-
ered second-line therapies and are administered alone
or in combination with IVIG*S.

We present the case of a patient diagnosed with
scleromyxedema treated with IVIG (0.5 g/kg), with a
good response.

Case report

A 57-year-old male with a personal history of hyper-
tension, benign prostatic hyperplasia, and placement in
2017 of a ventriculoperitoneal shunt valve due to cere-
bral arteriovenous malformation, was referred to our
service by neurosurgery due to 1-year history general-
ized skin thickening signs.

On physical examination, he presented skin with a
tense appearance with a marked increase in consis-
tency and a decrease in elasticity. On the face, ear,
neck, extension surface of the forearms, wrists, and
dorsum of both hands, a symmetric eruption of milli-
metric, waxy papules, distributed linearly, along with
sclerodactyly and a central depression surrounded by
the raised edge in the interphalangeal joints (“doughnut
sign”) was observed (Fig. 1). On the face, the patient
exhibited a leonine appearance with marked folds in
the glabellar area, sparing eyebrows and eyelashes
(Fig. 2), and on the abdomen, back, and upper and
lower limbs, accentuation of furrows with redundant
skin folds (“shar pei sign”) (Fig. 3).

The clinical picture conditioned oral and ocular open-
ing and joint mobility. Concomitantly, the patient showed
general discomfort, dysphagia, and significant weight
loss in recent months.

With a suspected diagnosis of scleromyxedema, a
skin biopsy was taken for histopathological examination,

L.M. Cérdoba et al. Scleromyxedema treatment

Figure 1. Eruption of waxy millimeter-sized papules
on the dorsum of the interphalangeal joints, with the
"doughnut sign".

Figure 2. Eruption of firm, waxy papules, 2-3 mm in
diameter; the glabella especially involved, with deep
longitudinal furrows determining revealing typical
leonine traits.

which reported abundant dense collagen connective
tissue, deposits of perivascular and perianexial mucoid
material, and positive alcian blue staining (Fig. 4).
Systemic involvement was evaluated in search for
other associated conditions, in a multidisciplinary man-
ner. As positive data, the electrophoretic proteinogram
showed a slight increase in alpha-2 macroglobulin with
a homogeneous band in the gamma zone, corresponding

29



30

Mep Cutan IBER LAt Am. (ENG). 2024;52(1)

Figure 3. Thickening of the skin of the forehead; typically
evident deep grooves with folds of redundant skin on
abdomen and limbs.

to the G kappa monoclonal component, while the remain-
ing immunoglobulins decreased. The blood test of periph-
eral blood and bone marrow aspiration was uneventful,
which was consistent with the monoclonal gammopathy
of clinical significance. Therefore, the hematology service
decided to adopt an expectant approach with follow-up
with an electrophoretic proteinogram every 3 months.
Thus, the diagnosis of scleromyxedema was con-
firmed. Due to difficulty in immediate access to IVIG,
treatment was initiated with prednisone 0.5 mg/kg/day
until the drugs became available. Within the first 3 months
of IVIG, due to unavailability, doses of 0.5 g/kg/month

Figure 4. Histopathology. Positive alcian blue staining for
acidic mucopolysaccharides. 10x.

were used, which were lower than those recommended
in most literature reports (2 g/kg/month), with a good
response (Fig. 5). After the first cycle of IVIG, the patient
showed a notable improvement in general condition, with
less infiltration of the skin, increased joint mobility, and
oral opening, so it was decided to gradually reduce sys-
temic corticosteroid therapy until its suspension.

Afterward, IVIG was increased up to 2 g/kg/month.
The patient completed a total of nine cycles over
18 months due to the patient’s irregular adherence, with
favorable clinical evolution (Fig. 6).

Finally, the patient experienced neurological deterio-
ration of ischemic origin (foci of gliosis in T2 and Flair
sequences) due to complications of his underlying dis-
ease (cerebral arteriovenous malformation), with sub-
sequent death.

Discussion

Cutaneous mucinoses are a heterogeneous group of
conditions characterized by abnormal deposition of
mucin in the dermis. They can be primary, where this
is the main histopathological finding, or secondary,
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Figure 5. Improvement of the cutaneous condition after 3
months of treatment with low-dose |V immunoglobulin.

where its presence is an extra finding. The latter occurs
in the context of other diseases and conditions such as
lupus erythematosus, granuloma annulare, basal cell
carcinoma, etc.). Primary mucinoses, in turn, can be
degenerative/inflammatory (scleromyxedema) or ham-
artomatous/neoplastic'.

Scleromyxedema is considered a subtype of lichen myx-
edematosus, which s classified into three clinicopathological
subgroups: generalized papular and sclerodermoid, local-
ized, and atypical®’. The first references to this term are
attributed to Dubreuilh in 1906 and Reitman in 1908, and
its division to the review conducted by Montgomery and
Underwood was performed in 1953. It was Gottron who, in
1954, first coined the term “scleromyxedema” for the gen-
eralized and sclerotic form?.

Its pathogenesis is unknown, but the main hypothesis
is that cytokines (such as interleukin 1, tumor necrosis
factor-alpha, and tumor growth factor beta) stimulate

Figure 6. Cutaneous condition at 18 months of treatment
with full dose IV immunoglobulin.

the synthesis of glycosaminoglycans and fibroblast pro-
liferation in the skin®.

Clinical remission of the dermatosis, along with a
reduction in protein M, following autologous hematopoi-
etic stem cell transplantation, points to bone marrow
and secondary lymphoid organs as the source of the
circulating profibrogenic factors involved?®?.

Clinically, it is characterized by the presence of 2 mm
to 3 mm in size firm, symmetric, and generalized pap-
ules, waxy, with linear arrangement and marked skin
induration, and is most commonly found on the face,
neck, hands, forearms, upper trunk, and thighs. Itching
may be present. Mucous membranes and the scalp are
spared. In the glabella, deep longitudinal furrows with
thickening of the skin, which may present erythema and
edema (leonine facies), can typically be observed.
Similar changes can be seen on the trunk and limbs
(“shar pei sign”)'°.

As the condition progresses, erythematous and infil-
trated plaques with skin stiffness, sclerodactyly, and
decreased mouth and joint mobility may appear.
Characteristically, on the dorsum of the hands, at the
proximal interphalangeal joints, central depressions
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with raised edges (“doughnut sign”) can be observed.
Painless nodules may be present in the subcutaneous
tissue. Telangiectasias and calcinosis are always
absent, unlike what occurs in systemic sclerosis'®',

It typically has an unpredictable, chronic, and pro-
gressive course. A total of 77% of patients may present
extracutaneous signs, with neurological (30%), rheu-
matological (25%), and cardiac (22%) signs being the
most common of all'.

It can affect the peripheral and central nervous sys-
tem. Dermatoneuro syndrome has been described in
< 10% of patients, characterized by a flu-like prodrome,
followed by high fever, seizures, and coma. Usual diag-
nostic tests used to evaluate these findings often test
negative'. The mechanism involved is unknown to this
date'®.

From a rheumatological point of view, it is character-
ized by the presence of arthralgia or arthritis of periph-
eral joints, especially the hands'4. Cardiac involvement
is due to congestive heart failure, ischemia, arrhythmia,
or pericardial effusion?.

The role of monoclonal gammopathy is still under
discussion. Although most patients present with blood
dyscrasia, paraprotein concentrations do not correlate
with the severity of the disease, progression, or treat-
ment response. This is usually IgG with lambda/kappa
light chains (83.2%), with progression to multiple
myeloma in 10% of cases'®'®.

In addition, dysphagia and esophageal dysmotility's,
respiratory involvement with exertional dyspnea'?,
acute renal failure'*, and ocular signs such as corneal
opacities and ectropion have been reported'®,

Pathologically, two patterns are evident: the classic
type (with the microscopic triad of mucin deposition in
the reticular dermis, increased collagen, and irregularly
arranged fibroblast proliferation) and a pattern similar
to interstitial granuloma annulare that has been recently
described'®. Dermic mucinoses are confirmed by spe-
cial stains of alcian blue and colloidal iron'"!".

The diagnosis is based on the recognition of the fol-
lowing four clinicopathological criteria: (1) generalized,
papular, and sclerodermoid eruption; (2) microscopic
triad; (8) monoclonal gammopathy; and (4) absence of
thyroid disorder.

Atypical forms include cutaneous involvement in
the absence of monoclonal gammopathy or an inter-
stitial granulomatous pattern in the histopathology
examination?®.

Treatment is often systemic. Consideration of comor-
bidity, disease distribution, clinical experience, and
accessibility are essential.

High doses of IVIG, 2 g/kg distributed over 2-5 days
every 4 weeks, are suggested as first-line therapy (level
of evidence 2C)*®. Symptom improvement is usually
evident after the first or second cycle, with high rates
of rheumatological and neurological response*®.
Intervals can be extended up to 6 weeks based on
clinical progression. Long-term maintenance treatment
is usually required®'*'8, as the rates of recurrence are
high once administration has been suspended.

Lower dose protocols (0.4-0.5 g/kg/month) have been
described effectively in patients with limited disease®'.

The mechanism of action is still unclear, although a
decrease in circulating interleukin 17-producing CD8-
positive cells and a reduction in gene expression of
tumor growth factor-beta and various interferon-induced
proteins have been detected in affected tissue®.

If monotherapy with IVIG fails, or in the presence of
contraindications, thalidomide and systemic corticoste-
roids are considered second-line therapeutic options.

A successful combination of IVIG plus thalidomide’'®
at doses of 50-100 mg to 150-400 mg has been
reported.

Corticosteroid therapy at a dose of 0.5-1 mg/kg/day
of prednisone is associated with improvement in cuta-
neous and systemic signs and paraproteinemia. This
could be due to its immunosuppressive and anti-fibro-
blast effects. If no therapeutic effect has been achieved
after 6 weeks, consideration should be given to switch-
ing to a different regimen*&14.

Patients with severe or refractory disease may benefit
from interventions aimed at treating associated plasma
cell dyscrasia, such as bortezomib with dexamethasone,
melphalan, and autologous stem cell transplantation®'4,
Complete remission was reported following treatment
with the latter back in 2001.

Other treatments described in the literature include
PUVA, UVA1, systemic retinoids, cyclosporine, electron
beam radiation, plasmapheresis, and extracorporeal
photochemotherapy, with variable results® 4.

Conclusions

The publication of this case aims to show a rare,
chronic, and disabling condition, the etiopathogenesis
of which is unknown and lacks randomized clinical trials
to support definitive specific treatment.

Regarding treatment, our patient showed a good
response to low-dose IVIG within the first 3 months
(with few reports in the literature)®'®, and thereafter
continued intermittently at full dose for 18 months with
favorable evolution.



We emphasize the role of the dermatologist in the
initial evaluation of this disease and the multidisci-
plinary approach for the early detection of associated
systemic involvement.
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Secondary ear involvement as a reaction to the use of
cytarabine in a patient diagnosed with acute myeloid leukemia

Compromiso de pabellones auriculares secundario al uso de
citarabina en paciente con leucemia mieloide aguda
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Abstract

Cytarabine or Ara-C is one of the most widely used antineoplastic drugs in the treatment of rapidly growing hematologic
malignancies. Its use has been associated with multiple systemic and cutaneous side effects. Among the main dermatologi-
cal reactions, morbilliform rash and acral erythema stand out. The latter has an infrequent presentation commonly known as
“cytarabine ears” We present the case of a patient diagnosed with acute myeloid leukemia, who developed a dermatosis
with isolated involvement of the ears during the 8" day after starting cytarabine.

Keywords: Acute myeloid leukemia. Cytarabine. Ears. Drug eruptions.

Resumen

La citarabina o Ara-C es uno de los medicamentos antineopldsicos mas usados en el tratamiento de las neoplasias hema-
toldgicas de rapido crecimiento. El uso de este fdrmaco se ha asociado a miiltiples efectos adversos sistémicos y cutdneos.
Dentro de las principales reacciones dermatoldgicas destacan el exantema morbiliforme y el eritema acral. Este dltimo tiene
presentaciones poco frecuentes, como las «orejas de citarabina». Se describe el caso de una paciente con diagndstico de
leucemia mieloide aguda, quien al octavo dia de iniciar citarabina presentd una dermatosis limitada a los pabellones auri-
culares.

Palabras clave: Leucemia mieloide aguda. Citarabina. Orejas. Farmacodermia.
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Introduction

Cytarabine is a pyrimidine analog used for over
40 years to treat various hematologic malignancies, such
as acute myeloid leukemia, acute lymphoblastic leuke-
mia, and non-Hodgkin lymphoma'. High-dose cytarabine
formulation has shown excellent results in increasing long-
term survival; however, numerous studies have docu-
mented that the known side effects of this drug are
dose-dependent®. Among these adverse events are bone
marrow suppression, fever, cerebellar toxicity, cardiomy-
opathy, hepatic and renal failure, necrotizing enterocolitis,
pancreatitis, acute respiratory distress, corneal toxicity,
and dermatologic signs, the latter occurring in approxi-
mately 53% of patients®*. Dermatologic side effects may
appear immediately or approximately 6 days after the start
of therapy, as a delayed hypersensitivity reaction, largely
attributed to cytokine release®. The most common cuta-
neous signs are generalized morbilliform rash and acral
erythema, also known as palmar-plantar erythrodysesthe-
sia. In addition, other reactions described, but rarely
observed, include vasculitis, eccrine squamous syrin-
gometaplasia, and eccrine neutrophilic hidradenitis?.

Specifically, palmar-plantar erythrodysesthesia pres-
ents as painful erythema with a predilection for acral
sites such as the hands and feet but can even affect
peripheral sites such as the ears referred to as “cytar-
abine ears™.

Case report

A 58-year-old woman with a past medical history of
hypothyroidism and a diagnosis of acute myeloid leu-
kemia with negative molecular study for the FLT3 gene,
which encodes a tyrosine kinase receptor involved in
hematopoiesis control, was admitted to our center for
initiation of induction chemotherapy, protocol 7 + 3 with
cytarabine (100 mg/m?/dose for 7 days) and idarubicin
(12 mg/m?/dose from day 1 to 3). On the 4" day of
treatment, she developed painful and pruritic lesions on
both ears associated with fever. Physical examination
revealed the presence of violaceous, scaly, edematous,
infiltrated plaques, with well-demarcated regular bor-
ders in the bilateral retroauricular region (Fig. 1) without
involvement of other areas. Initially, due to fever, the
febrile neutropenia protocol was activated, and a
broad-spectrum antibiotic regimen including vancomy-
cin and cefepime was indicated.

Afterward, she was evaluated by the dermatology ser
vice, where treatment with 0.05% betamethasone cream
every 12 h for 7 days and 50 mg diphenhydramine every

Figure 1. Scaly, edematous, infiltrated, well-demarcated,
violaceous erythematous plaque with regular borders in
the left retroauricular region.

12 h for 7 days was initiated, resulting in the resolution of
the lesions. During follow-up, she experienced prolonged
induced aplasia, without response to granulocyte colo-
ny-stimulating factor, and a new bone marrow aspiration
performed revealed persistence of the disease, leading to
administration of second-line therapy with HAM protocol
consisting of cytarabine 500 mg every 12 h on days 1, 2,
3, and 4, mitoxantrone 20 mg on days 3, 4, and 5, and
filgrastim 300 mg from day 6 until neutropenia recovery.
After starting cytarabine infusion, the patient developed
lesions in the bilateral retroauricular region once again, with
less involvement than the previous outbreak (Fig. 2).
Topical management included a 1-week course of 0.05%
betamethasone once a day plus a repairing cream with
thermal water, zinc oxide, magnesium sulfate, and zinc
sulfate, resulting in lesion remission.

Discussion

Cytarabine or cytosine arabinoside (Ara-C) is a syn-
thetic pyrimidine antagonist and cytidine nucleoside
analog, which acts by inhibiting the S phase of the cell
cycle during DNA synthesis, thereby exerting an
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Figure 2. Slightly infiltrated, well-demarcated, violaceous
erythematous plaque in the bilateral retroauricular
region.

antineoplastic effect useful to treat hematologic neo-
plasms’. This drug is used in oncology, both in the
induction (combined with anthracyclines) and in the
consolidation phases. Usually, at high doses, numer-
ous adverse events have been reported, such as
severe myelosuppression and toxicity to various organs
(Gl, hepatic, central nervous system, ocular, or cutane-
ous, among others)8°.

Cutaneous toxicity has been described in the litera-
ture as a rare secondary manifestation of high doses,
with an incidence ranging from 2% up to 72%238. The
exact cause of this reaction is still unknown, but several
hypotheses have been proposed to explain cytarabine
toxicity to the skin:

— Delayed hypersensitivity reaction, with the appearan-
ce of lesions 1-2 weeks after drug exposure

— Vascular damage, primarily based on findings of
acral erythema, which is the most common cuta-
neous adverse event

— Direct epithelial damage and accumulation of toxicity
associated with cytarabine excretion by the eccrine
glands?®.

Hence far, no specific risk factors associated with the
presentation of cutaneous reactions to cytarabine have
been described, such as age, history of atopy, previous
drug reactions, type of acute myeloid leukemia, or che-
motherapy regimen’. High doses of cytarabine seem to
be related to these reactions, but dermatologic signs
can even occur with low doses, as in our case'®.

Cytarabine can cause various types of skin reactions,
which will be described in detail below. The typical
cytarabine-induced skin rash develops between 6 and
12 h after starting the drug and resolves with therapy
cessation®. This reaction can manifest as a maculopap-
ular rash, morbilliform rash, or hand-foot syndrome with
the involvement of palms and soles. In the latter, acral
erythema is observed and is associated with pain, tin-
gling sensation, and paresthesias; even the trunk and
limbs can be compromised too. Isolated ear involve-
ment has also been reported, for which the term “cytar-
abine ears” is used, being one of the less common
presentations of acral erythema, with only nine reported
cases reported to this date®'".

In these cases, a biopsy of the affected tissue shows
vacuolar degeneration of basal cells and dermal neu-
trophilic infiltrate®. However, histopathology is not nec-
essary to diagnose this reaction as it is a benign and
self-limiting condition that resolves with drug cessation,
within 15-30 days, without scarring or with only mild
post-inflammatory hyperpigmentation’.

Among the differential diagnoses of “cytarabine ears”
are drug eruptions, neutrophilic dermatoses such as
sweet syndrome, contact dermatitis, graft-versus-host
disease, vasculitis, skin infections, and leukemia cutis®.

In some cases, symptomatic discomforts have been
reported such as pain, tingling, or paresthesias. In
these cases, topical and even systemic therapy with
steroids as first-line therapy may be necessary™. In our
case, management included oral antihistamines and
topical steroids, with partial improvement.

On the other hand, Doval et al.® describe that only
27% of patients who presented with cutaneous lesions
after the induction of chemotherapy with cytarabine had
a recurrence of lesions in subsequent exposures, i.e.,
in the consolidation stage. The patient presented in this
case report showed lesion recurrence after cytarabine
administration in the second cycle of chemotherapy. In
the second episode, the patient had less pronounced
symptoms, therefore it was deemed unnecessary to
discontinue the medication, and topical treatment with
0.05% betamethasone cream was continued, resulting
in complete symptom resolution.
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Isolated ear involvement is rare, with very few docu-
mented cases in the literature. When reviewing the
published cases to date of patients with “cytarabine
ears” (Table 1), a predominance of female sex and a
mean age of presentation of 53 years are evident,
being these demographic characteristics similar to
those of our patient.

Conclusions

We presented the case of a patient with acute myeloid
leukemia who experienced a cytarabine-induced cuta-
neous adverse reaction involving the bilateral retroauric-
ular region, known as “cytarabine ears.” Due to the
benign and self-limiting nature of this manifestation, it
was deemed unnecessary to reduce the dose or discon-
tinue the drug in patients with diseases limited to the
skin. In addition, we should mention that a minority of
patients experience a recurrence of the adverse cutane-
ous reaction after a new exposure, as was the case of
our patient. Dermatologists and oncologists alike should
be familiar with this adverse cutaneous reaction, thus
avoiding unnecessary tests and invasive procedures.
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