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Purpura bullonecrética de n
distribucion esporotricoide por
Scedosporium apiospermum

Bullous Necrotic Purpura Caused by
Scedosporium apiospermum Presenting With a
Sporotrichoid Pattern

Sra. Directora:

Las infecciones flngicas en pacientes inmunocomprometi-
dos han ido en aumento y estan involucradas en cuadros
potencialmente mortales en gran medida por la situacién
basal de los pacientes afectos. En los Ultimos afos se han
descrito casos producidos por hongos menos habituales, con
elevadas tasas de resistencia a antifingicos, y que requie-
ren un alto indice de sospecha y una rapida instauracion de
tratamiento para evitar el previsible desenlace.

Varén de 82 anos, ex—fumador importante, con ante-
cedentes relevantes de diabetes mellitus tipo 2, cancer
de prostata en seguimiento paliativo y leucemia linfatica
crénica, en tratamiento habitual con insulina glargina y
oxicodona/naloxona, que acudié a urgencias de nuestro
centro por presentar desde hacia 6 semanas lesiones
cutaneas pruriginosas que comenzaron en el dorso de la
mano izquierda con extension progresiva proximal. Referia
empeoramiento a pesar de tratamiento antifingico topico
y varios antibioticos orales instaurados por su médico de
atencion primaria, ademas de curas locales. Negaba fiebre
y sintomatologia sistémica resenable. A la exploracion se
apreciaba en dorso de mano izquierda una placa eritema-
toviolacea bien delimitada, discretamente infiltrada, con
multiples lesiones pustulosas y costrosas en superficie. Se
extendia por el dorso de antebrazo en una distribucion
esporotricoide, donde alternaban lesiones ulceradas con
nodulos violaceos fluctuantes, que drenaban material puru-
lento (figs. 1Ay B). En la analitica de urgencias destacaba
una minima elevacion de PCR (0,8 mg/dl) y leve neutrofilia
(8.980) sin leucocitosis. La radiografia de torax evidencio
un noédulo cavitado en campo medio del pulmén izquierdo.
Al revisar las pruebas realizadas en atencion primaria halla-
mos un cultivo de hongos en el cual se aislo Scedosporium
apiospermum complex, con una CMI para voriconazol de
1. Con el diagnostico de infeccion fungica linfocutanea
de distribucion esporotricoide, se ingresd al paciente ante
la posibilidad de infeccion diseminada en un paciente

inmunodeprimido, y se inicié tratamiento con voriconazol
400mg/12 h vo el primer diay 200 mg/12 h en dias sucesivos.
El estudio histologico reveld un trayecto sinusal relleno por
material hiperqueratésico, con una pUstula en superficie.
Con la tincion de PAS se evidenciaron estructuras micoticas
en forma de esporas e hifas ramificadas, con angulos
marcados de 45° (fig. 2). El cultivo de tejido confirmé el
aislamiento de Scedosporium apiospermum (S. apiosper-
mum), y resulté negativo para bacterias y micobacterias.
El antifungigrama confirmo la sensibilidad a voriconazol. La
PCR para Sporothrix schenkii y micobacterias fue negativa.
El cuadro cutaneo evolucioné favorablemente, objetivan-
dose lesiones costrosas que sustituyeron a las puUstulas en
dorso de mano, y lesiones ulceradas en lugar de los nddulos
del antebrazo. En la TC de térax se confirmé la presencia
del nddulo cavitado en LSl y otros de menor tamano, de pro-
bable etiologia fingica (se desestimo su filiacion en consenso
con la familia dada la situacion basal). Se descarté no obs-
tante la posibilidad de endocarditis con embolismos sépticos
mediante ecocardiografia transtoracica. Durante el ingreso
destaco una hiponatremia grave secundaria al voriconazol,
que resolvio paulatinamente con soporte hidroelectrolitico
y la suspension transitoria del mismo. La aparicion de
episodios autolimitados de alucinaciones visuales motivo
la realizacion de una TC craneal, que descarto afectacion
parenquimatosa fungica, por lo que se encuadraron como
parte de un sindrome confusional de origen multifactorial.
Ante la buena evolucion clinica y analitica se procedio al
alta domiciliaria previa reintroduccion de voriconazol. Tras
22 dias de tratamiento intravenoso desaparecieron las lesio-
nes nodulares y ampollosas, quedando en su lugar lesiones
purpdricas residuales (figs. 1C y D), y se produjo una cavi-
tacion completa del nédulo pulmonar en la radiografia de
control.

S. apiospermum es un hongo ubicuo de distribucion
global, aislado en suelos rurales, aguas contaminadas y
estiércol de aves y ganado, que infecta principalmente
a pacientes inmunodeprimidos', en los cuales produce
diseminacion hematdgena con mayor frecuencia. Las prin-
cipales vias de transmisién son la inoculacion directa a
través de la piel y la inhalacion de esporas’. La piel,
el pulmon y el sistema nervioso central conforman los
principales organos diana’. Las presentaciones cutaneas
mas descritas son la plrpura bullo-necrética®*y la forma
esporotricoide®®, entremezcladas en el caso presentado.
Un alto indice de sospecha, un diagnostico precoz y la
rapida instauracion del tratamiento resultan claves para


https://doi.org/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.07.017&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
mailto:ismenios@hotmail.com
https://doi.org/10.1016/j.ad.2017.05.018
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.07.017&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
mailto:saucodos@gmail.com
https://doi.org/10.1016/j.ad.2017.02.032
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.07.017&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0045
http://www.reillyassociates.net/WPAI_Translations.html
http://www.reillyassociates.net/WPAI_Translations.html
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://www.empleo.gob.es/es/sec_trabajo/autonomos/economia-soc/autonomos/estadistica/2016/3trim/Publicacion_RESUMEN_RESULTADOS.pdf
http://www.empleo.gob.es/es/sec_trabajo/autonomos/economia-soc/autonomos/estadistica/2016/3trim/Publicacion_RESUMEN_RESULTADOS.pdf
http://www.empleo.gob.es/es/sec_trabajo/autonomos/economia-soc/autonomos/estadistica/2016/3trim/Publicacion_RESUMEN_RESULTADOS.pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
mailto:emargarit@santpau.cat
https://doi.org/10.1016/j.ad.2017.02.035
http://crossmark.crossref.org/dialog/?doi=&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
mailto:tegatreides@gmail.com
https://doi.org/10.1016/j.ad.2017.03.021
http://crossmark.crossref.org/dialog/?doi=&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
mailto:claramartincallizo@gmail.com
https://doi.org/10.1016/j.ad.2017.04.028
http://crossmark.crossref.org/dialog/?doi=&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30383-6/sbref0100
mailto:cmmoran@salud.madrid.org
https://doi.org/10.1016/j.ad.2017.05.019
http://crossmark.crossref.org/dialog/?doi=&domain=pdf

CARTAS CIENTIFICO-CLINICAS

375

Figura 1

Ay B) Placa eritematoviolacea bien delimitada e infiltrada en dorso de mano, con lesiones pustulosas y costrosas en

superficie. Lesiones nodulares y ulceradas de distribucion esporotricoide en antebrazo. C y D) Lesiones en resolucion en forma de
maculas purpUricas y restos costrosos en dorso de mano y antebrazo.

mejorar un pronostico de por si mermado. Si bien la his-
tologia no identifica el patégeno se complementa con un
cultivo positivo (colonias blanquecinas que evolucionan a
grisaceas y marronaceas [fig. 3]) para establecer el diagnos-
tico, y las pruebas de extension determinan la existencia
de infeccion fungica invasiva’. Por todos estos motivos, la
afectacion cutanea resulta fundamental en la identifica-
cion del cuadro y la mencionada necesidad de acelerar los
procedimientos terapéuticos. El voriconazol en monotera-
pia se postula como el antifungico de eleccion en funcion
de las resistencias detectadas?, sin evidencia en cuanto a
posologia y duracion de tratamiento. A pesar de los esfuer-

zos, la mortalidad sigue siendo elevada (40-100% segun las
series)®’.

Presentamos un caso de infeccion oportunista por
S. apiospermum por tratarse de un patogeno poco conocido
y con una presentacion clinica peculiar, del que no se han
descrito casos publicados en Espana. El abordaje multidis-
ciplinar se antoja fundamental debido a la mala situacion
basal de los pacientes afectos, al manejo de farmacos de
elevada toxicidad y las eventuales complicaciones sistémi-
cas derivadas de lo previo. En este sentido, el papel del
dermatologo en el diagndstico precoz puede resultar funda-
mental para el prondstico vital.
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Figura 2 A) Trayecto sinusal relleno por material hiperquera-
tosico, con una pustula en superficie (H&E x20). B) Tincion de
PAS: estructuras micoéticas en forma de esporas e hifas ramifi-
cadas, en angulos de 45°.

e

Figura 3  Cultivo micoldgico con colonias blanco-grisaceas
que progresivamente adquieren coloracion marronacea.
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