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Eficacia del tratamiento con n
cantaridina del molusco

contagioso facial en nifos

pequenos: un estudio

prospectivo intervencionista

en 67 ninos

An Efficacy of Cantharidin Treatment in Facial
Molluscum Contagiosum in Younger Children:
A Prospective Interventional Study in 67
Children

Sr. Director:

El molusco contagioso (MC) es una infeccion viral cutanea
causada por el virus del molusco contagioso, el cual se
observara con frecuencia en nifos y en pacientes inmu-
nodeprimidos. Se presenta como papulas individuales o
multiples, blanquecinas o de color piel, de 1 a 5mm de dia-
metro y con una umbilicacion central tipica'. Las diversas
modalidades de tratamiento disponibles para tratar la infec-
cion por MC incluyen el legrado, la crioterapia, la extraccion
con aguja y los tratamientos tépicos como la cantaridina, el
hidroxido de potasio, el acido salicilico, los retinoides, el
nitrato de plata y los fenoles. La inmunoterapia con imiqui-
mod, 6xido nitrico y cimetidina también se han utilizado con
una eficacia variable’-2.

La cantaridina es un terpenoide obtenido de un coleop-
tero que tiene la capacidad de formar ampollas por
acantolisis, las que curaran sin dejar cicatrices; de ahi que
tenga eficacia en las lesiones por MC2. Sin embargo, los datos
acerca de su uso en los MC faciales son escasos, ya que en
la actualidad su utilizacion en dicha localizacion no esta
recomendada®.

Se realiz6 un estudio de tipo intervencionista, prospec-
tivo, abierto, no controlado, con la finalidad de evaluar la
eficacia de la cantaridina en el tratamiento del MC facial
sin tratamiento previo en ninos <10 anos. Se excluye-
ron los pacientes con infecciones bacterianas secundarias,
inmunodeficiencias subyacentes e hipersensibilidad cono-
cida a la cantaridina. En todos los pacientes se realizd
un hemograma completo, determinacion de la glucemia,
examen de orina y anticuerpos contra el VIH. Los padres
fueron informados y se obtuvo su consentimiento por
escrito.

Cada lesion fue tratada con una solucion de cantaridina al
0,7% (CANTHACUR®, Paladin Labs Inc.) utilizando un aplica-
dor que tenia la punta de algodon. Se indico a los pacientes
que lavaran las areas tratadas solo después de 4h. Se pres-
cribié un jarabe de levocetirizina y pomada de mupirocina
durante 5 dias. La aplicacion se repitié con un intervalo de
2 semanas, hasta en un maximo de 5 dosis. Se recomendd
a los participantes y/o sus padres realizar una adecuada
higiene de manos, evitar compartir ropa o articulos perso-
nales y no rascarse.

En cada visita, se evaluaron la respuesta clinica y los
eventos adversos. Se conto el nimero de lesiones al inicio
y al final del tratamiento. La respuesta al final del trata-
miento se clasific6 como completa (eliminacion completa
de las lesiones y no aparicion de nuevas lesiones), moderada
(eliminacion de todas las lesiones tratadas, pero persisten-
cia o aparicion de nuevas lesiones), leve (eliminacion de
pocas, pero no todas las lesiones tratadas y persistencia de
nuevas lesiones) y ninguna (sin respuesta).

Las diferencias entre las medias de las lesiones antes y
después del tratamiento se compararon mediante la prueba
de la t de Student para muestras emparejadas. El analisis
estadistico se realizd utilizando el software de GraphPad
Prism v.7.0.

Durante los 6 meses de reclutamiento, 71 de los pacien-
tes que acudieron a la consulta cumplieron con los criterios
de inclusion y no presentaban ningln criterio de exclusion.
Sesenta y siete pacientes dieron su consentimiento para par-
ticipar en el estudio, de los cuales 4 se perdieron durante
el seguimiento. Tras una conversacion telefonica con cada
uno de ellos, se confirmd que los abandonos del estudio no
tenian ninguna relacion con los eventos adversos causados
por la cantaridina. Por lo tanto, la poblaciéon de estudio
estuvo compuesta por un total de 63 pacientes, 45 varones y
18 mujeres (24%), con una mediana de edad de 6 anos
(rango: 1-10). La mediana de duracion de la enfermedad
fue de 4 meses (rango: de 1 a 10 meses). Sesenta pacien-
tes (95%), presentaron una respuesta completa. En estos
pacientes las lesiones cicatrizaron por completo con la for-
macion de costras, las que se oscurecieron tras una semana
(figs. 1y 2). Cada uno de los pacientes presentd una res-
puesta moderada y una respuesta leve, mientras que un
paciente no respondi6. El recuento medio de las lesiones
al inicio del estudio fue de 11,7 +-4,3 y después de 5 dosis
(5 semanas) fue de 1,9+0,7 (p<0,001).

Como era de esperarse, 56 (90%) de los nifios tratados
presentaron ampollas en las areas tratadas, las que se rom-

481


https://doi.org/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
mailto:eamoresmartin@gmail.com
https://doi.org/10.1016/j.ad.2019.10.009
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
mailto:ismenios@hotmail.com
https://doi.org/10.1016/j.ad.2019.10.011
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0110
mailto:luciaquintana.e@gmail.com
https://doi.org/10.1016/j.ad.2019.10.012
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0050
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
dx.doi.org/10.1053/j.seminoncol.2016.02.025
dx.doi.org/10.1053/j.seminoncol.2016.02.025
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
mailto:atomasv@unav.es
https://doi.org/10.1016/j.ad.2019.09.009
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
dx.doi.org/10.1016/j.jaad.2018.01.003
dx.doi.org/10.1080/09546634.2018.1506081
dx.doi.org/10.1111/bjd.17580
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
dx.doi.org/10.1111/bjd.15665
dx.doi.org/10.2147/JIR.S100940
dx.doi.org/10.1016/j.jaad.2017.06.153
dx.doi.org/10.1002/acr.23738
https://www.who.int/es/news-room/fact-sheets/detail/penalty -@M obesity-and-overweight
https://www.who.int/es/news-room/fact-sheets/detail/penalty -@M obesity-and-overweight
https://www.who.int/es/news-room/fact-sheets/detail/penalty -@M obesity-and-overweight
mailto:belenpinillamartin@gmail.com
https://doi.org/10.1016/j.ad.2019.12.008
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0105
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
mailto:a.sanchez.herr@gmail.com
https://doi.org/10.1016/j.ad.2019.10.008
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0055
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0060
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0065
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0070
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0075
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0080
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0085
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0090
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0095
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
http://refhub.elsevier.com/S0001-7310(20)30470-1/sbref0100
mailto:catnie@gmail.com
https://doi.org/10.1016/j.ad.2020.01.007
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2019.11.013&domain=pdf

CARTAS CIENTIFICO-CLINICAS

Figura 1 Lesion de molusco en la 1.2 visita.

Figura 2 Respuesta completa observada después de
4 aplicaciones de cantaridina con una hipopigmentacion
postinflamatoria leve.

pieron tras 3-4 dias y luego presentaron una curacion con
una recuperacion sin incidentes. Diez de los pacientes se
quejaron de haber tenido un dolor de grado leve a mode-
rado. Tres pacientes desarrollaron una infeccion bacteriana
secundaria en los sitios tratados que requirieron antibioti-
cos sistémicos y topicos de corta duracion. Dos pacientes
desarrollaron hipo/despigmentacion en el sitio tratado que
cur6 sin dejar secuelas.

Se evidenci6 una buena aceptacion de la terapia con
cantaridina y la ansiedad de los pacientes en las visitas de
seguimiento fue minima. De manera llamativa, no se obser-
varon cicatrices residuales después del tratamiento, efecto
secundario que suele ser causa de preocupacion cuando se
utiliza la cantaridina en el area facial.

Tabla1 Resumen de los resultados de diversos estudios que
incluian el uso de la cantaridina en el molusco contagioso

Eficacia  Cualquier Satisfaccion
evento paterna
adverso (%)

Cathcart et al.* 96% - -
Silverberg et al.>  90% — -
Moye et al.® — 8 86,7%
Coloe et al.” - 79 92%
Guzman et al.? 36,2% - -
Jahnke et al.’ 8,7/10 — -
Otros estudios 95% — —

Debido a su naturaleza indolora, la cantaridina presento
alta eficacia y buena tolerabilidad, lo que a su vez conllevd
a un grado de satisfaccion del 60-90% entre los padres y del
92% entre los dermatélogos®. En diversos estudios se ha estu-
diado la eficacia de la cantaridina en el tratamiento del MC,
pero en ninguno de ellos se ha analizado su uso en el area
facial. Hasta la actualidad, se habia realizado un Unico estu-
dio de tipo retrospectivo en el cual se buscaba determinar
la eficacia de la cantaridina en la infeccion por el MC locali-
zado en area facial, estudio que demostro buenos resultados
(tabla 1).

Las ventajas del uso de la cantaridina incluyen un inicio
de accion rapido, la ausencia de dolor en el momento de
la aplicacion y, debido a que no hay traumatismo, un san-
grado inexistente. Esto justifica las visitas de seguimiento y
el tratamiento subsecuentes de los pacientes. Dentro de las
limitaciones de nuestro estudio se puede incluir un pequefio
tamano muestral, la ausencia de aleatorizacion y la falta de
controles.

En conclusion, cuando se aplica la cantaridina de manera
adecuada y controlada, combinada con una correcta educa-
cion del paciente y de los padres, esta terapia sera segura 'y
eficaz en los MC infantiles que afectan la zona facial.
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