CARTAS CIENTIFICO-CLINICAS

457

tratamiento tépico y oral’ y, obviamente, retirando los
corticoides cuando estuvieran presentes®. La desaparicion
de la atrofia es la regla, por lo que, en comparacion
con otras enfermedades atrofiantes cutaneas, tiene buen
pronostico.
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Virus del papiloma humano y
riesgo de desarrollo de
carcinoma escamocelular en la
hidradenitis supurativa

Human Papilloma Virus and the Risk of
Squamous Cell Carcinoma Arising in
Hidradenitis Suppurativa

Sra. Directora:

Un varon de 51 anos, fumador y con antecedentes perso-
nales de diabetes mellitus tipo 2. Fue derivado al servicio
de dermatologia por un nédulo doloroso y supurativo ingui-
nal izquierdo de un ano de evolucion resistente a multiples
tratamientos antibidticos prescritos por el médico de aten-
cién primaria. El examen fisico mostro una lesion subcutanea
eritematosa con areas de supuracion en zona inguinal infe-
rior izquierda que se extendia a la palpacion hacia la
zona perineal (fig. 1). Ademas, asociaba 3 lesiones clinica-
mente compatibles con condilomas acuminados en la region
perianal. Con el diagnostico clinico de hidradenitis supu-
rativa (HS) se realizd6 una ecografia con sonda lineal de
18 MHz que demostro la presencia de un tracto fistuloso,
con areas de coleccion liquida, junto a una vasculariza-
cion intensa en el doppler (fig. 2). Dada la localizacion

y profundidad de la lesidn, el paciente fue remitido a la
consulta de proctologia del area de cirugia para la extirpa-
cion completa de la lesion. El examen histoldgico mostréd
cambios compatibles con HS y un carcinoma escamocelu-
lar (CEC) bien diferenciado sobre el trayecto fistuloso que
se encontraba cercano al limite profundo de reseccion.
No se observo invasion vascular ni infiltracion perineural
(figs. 3A 'y B). Se decidié6 ampliar los margenes quirlrgicos
sin encontrarse evidencia de neoplasia residual, pero con
presencia de focos sugestivos de infeccion viral (fig. 3C).
La tincion inmunohistoquimica con p16 fue intensamente
positiva (fig. 3D). Se investigd la presencia del virus del
papiloma humano (VPH) mediante PCR y genotipado por
hibridacion in situ sobre microarrays de tejido incluido en
parafina, siendo el resultado positivo a genotipo 6 (consi-
derado de bajo riesgo), el cual se demostro también en
los condilomas acuminados perianales. Se realizdé anali-
tica con serologia hepatica y VIH negativas. Después de 12
meses de seguimiento clinico y de imagen (TAC y RMN pél-
vica), el paciente no muestra signos de recidiva local ni de
metastasis.

Durante las Ultimas décadas se han descrito casos de
transformacion carcinomatosa en HS ubicadas en la region
perineal, perianal y glutea, destacando la revision de Lago-
viez et al., donde informan de 13 nuevos casos e investigan
la presencia del VPH en 8 muestras histologicas'. En la lite-
ratura cientifica se informa de un predominio masculino, lo


https://doi.org/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.06.019&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0045
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0050
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0055
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
mailto:aracelisanchezg@hotmail.com
https://doi.org/10.1016/j.ad.2017.05.020
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.06.019&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0115
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0120
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0125
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0130
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0135
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0140
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0145
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0150
mailto:luciagir@gmail.com
https://doi.org/10.1016/j.ad.2017.08.012
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.06.019&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0095
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
mailto:rogivaos@gmail.com
https://doi.org/10.1016/j.ad.2017.06.017
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.06.019&domain=pdf
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0060
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0065
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0070
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0075
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0080
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0085
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0090
dx.doi.org/10.1136/bcr-2016-218108
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0100
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0105
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
http://refhub.elsevier.com/S0001-7310(17)30513-6/sbref0110
mailto:fallegue@mundo-r.com
https://doi.org/10.1016/j.ad.2017.08.013
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2017.06.019&domain=pdf

458

CARTAS CIENTIFICO-CLINICAS

Figura 1  Lesion inguino-perineal izquierda con zona eritema-
tosa e indurada a la palpacion. Obsérvese la presencia de lesion
condilomatosa asociada en area perianal.

cual es logico dado que se trata de una localizaciéon de HS
tipica en varones?.

Una de las principales cuestiones que suscita actual-
mente esta enfermedad es si la degeneracion maligna
ocurre mas frecuentemente en la region perianal o glitea
debido a la infeccion por el VPH en dichas areas. Este
virus parece estar implicado en la patogénesis del CEC por
expresion oncogénica®. También se ha constatado en el
desarrollo de otros tumores y neoplasias intraepiteliales

en la region anogenital como en el pene, el escroto y
la zona anal, vulvar y vaginal*®. Hace 20 afos, Li et al.
fueron los primeros en plantear la hipdtesis de que el
VPH podria ser un importante factor contribuyente para el
CEC que surge en la HS, pero no realizaron ningln analisis
histopatoldgico®. No obstante, posteriormente en el estudio
de Lagoviez et al.' investigan en 8 muestras tumorales
anogenitales la presencia del VPH mediante PCR, siendo
positivo en todos ellos, tanto genotipos de bajo riesgo (VPH
tipo 6), como de alto riesgo (VPH-16 y 68). Recientemente
se ha demostrado que incluso los genotipos del VPH de
bajo riesgo per se tienen la capacidad de implicarse en el
desarrollo de carcinomas escamosos anogenitales’.

Flores et al.® observaron una correlacion positiva sig-
nificativa en la carga viral del VPH-16 entre los lugares
de infeccion cercanos, tales como el canal anal y la
zona perianal o el area perianal y el escroto, o los
sitios en contacto regular entre si en posicion de reposo.
Esto sugiere que las areas genitales no infectadas previa-
mente por el VPH pueden ser inoculadas por infecciones
existentes en sitios anatomicos proximales a través del con-
tacto directo y facilitados por factores ambientales tales
como la humedad, la temperatura y posiblemente la mala
higiene.

Por otra parte, ante la irrupcion de los tratamientos anti-
TNF en el marco de la HS, diferentes autores recomiendan
investigar la presencia de lesiones sugestivas del VPH en
dichas areas, ya que se han descrito incluso casos de muerte
debido al desarrollo de CEC tras el inicio de esta terapia’”’.

Tanto la ecografia como la RMN pueden ser muy Utiles
en el establecimiento de la verdadera extension anato-
mica de la enfermedad antes del tratamiento quirargico'®.
La extirpacion amplia de la lesion se considera el trata-
miento estandar. El CEC que surge en areas de inflamacion
crénica debido a la HS es frecuentemente de tipo bien
diferenciado. No obstante, a pesar de este teorico buen
pronostico histoldgico se puede observar un rapido creci-
miento, agresividad local, metastasis tempranas y elevada
mortalidad’.

Nuestro caso clinico apoya el papel relevante del VPH
en el desarrollo del CEC en pacientes con HS en las areas
inguinal, perineal y perianal.

Figura 2

A) Modo B, sonda 18 MHz. Se observa la presencia de un tracto fistuloso en tejido celular subcutaneo junto a area de

coleccion anecoica. B) Estudio doppler que muestra vascularizacion intensa en el interior del tracto fistuloso.
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Figura 3

A) Carcinoma escamocelular bien diferenciado que va recubriendo el trayecto fistuloso. B) Patron de crecimiento expan-

sivo del carcinoma escamocelular a mayor detalle. C) Areas de aspecto coilocitico. D) Extensa positividad nuclear y citoplasmatica

ap16.
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