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Morfea en una paciente con
psoriasis en tratamiento con
ustekinumab: ¿coexistencia o
efecto  adverso?

Morphea in  a  Patient With  Psoriasis  on
Treatment With  Ustekinumab:  Comorbidity or
Adverse Effect?

Sra.  Directora:

Presentamos  el  caso  de  una  mujer de  63  años  con  ante-
cedente  de  psoriasis  pustulosa  y  en placas,  de  4 años  de
evolución.  Había  recibido  previamente  tratamiento  tópico
con  clobetasol,  calcipotriol/betametasona  y  acitretina  oral
a  dosis  de  25  mg  diarios,  así como  fototerapia  UVB  de banda
estrecha.  Debido  a  la persistencia  de  las  lesiones,  se deci-
dió  iniciar  terapia  sistémica  con  ustekinumab.  En  la  visita
de  control  de  los  6 meses  tras el  inicio del  tratamiento
biológico,  la psoriasis  había mejorado.  Sin  embargo,  en la
región  posterior  de ambas  piernas,  y  coincidiendo  con  áreas
blanqueadas  de  antiguas  placas  de  psoriasis,  aparecieron
varias  placas  nacaradas  con borde violáceo  y  duras  al tacto
(figs.  1A  y  B).  Con  la  sospecha  clínica  de  morfea  localizada
se  realizó  una  biopsia  para  estudio  histológico  de  una  de las
lesiones,  obteniéndose  el  diagnóstico  de  morfea  (fig.  1C).

La  coexistencia  de  morfea  con psoriasis  es un  hallazgo
raro  en  la  práctica  clínica  habitual.  Hasta  la  fecha  hay  des-

critos  en la literatura  19  casos  (tabla  1)1---8. Aún  así,  la
psoriasis  es la  enfermedad  autoinmunitaria  más  frecuente-
mente  asociada  a  morfea,  representando  un 11,6%  de los
pacientes  afectos  con  morfea,  de  una  segunda  enfermedad
inmunomediada1.  Los  pocos  casos  publicados  y  la  falta  de
conocimiento  de los  mecanismos  fisiopatológicos  de  ambas
entidades,  dificultan  la comprensión  de este  fenómeno.  Aun-
que  se postulan  varias  hipótesis.

En  primer  lugar,  nuestra  paciente  pudo  haber  desarro-
llado  la morfea  concomitantemente  con  la  psoriasis  debido
a  una  base inmunológica  común  en ambas  entidades.  Se han

Tabla  1  Recolección  de  los casos  descritos  en  la  literatura
indexada  de psoriasis  y  morfea  en  un  mismo  paciente

Caso  Edad  (años)a Sexo  Diagnóstico  inicial

1-51 ---- ----  ----
62 65  V  Mor
73 62  M Pso
84 24  M Pso
9-165 ---- ----  ----
17b,6 45  M Pso
187 ---- ----  ----
198 45  M Mor

M: mujer; Mor: morfea; Pso: psoriasis; V:  varón.
a Edad al primer diagnóstico.
b Paciente en tratamiento con  etanercept cuando se diagnos-

ticó la morfea.

dx.doi.org/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2016.11.005&domain=pdf
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
mailto:xime_777@hotmail.com
dx.doi.org/10.1016/j.ad.2016.10.003
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2016.11.007&domain=pdf
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
mailto:carlosmoralesraya@hotmail.com
dx.doi.org/10.1016/j.ad.2016.11.007
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2016.10.018&domain=pdf
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
mailto:miguelterry85@hotmail.com
dx.doi.org/10.1016/j.ad.2016.10.018
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2016.11.002&domain=pdf
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0105
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0110
mailto:marcialaspn@gmail.com
dx.doi.org/10.1016/j.ad.2016.11.002
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2016.11.003&domain=pdf
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0055
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0060
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0065
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0070
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0075
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0080
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0085
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0090
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0095
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
http://refhub.elsevier.com/S0001-7310(16)30355-6/sbref0100
mailto:martagonzalezsabin@gmail.com
dx.doi.org/10.1016/j.ad.2016.11.003
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ad.2016.11.005&domain=pdf


488  CARTAS  CIENTÍFICO-CLÍNICAS

Figura  1  Imágenes  clínicas  e  histológicas  de  la  paciente:  A) Placas  nacaradas  con  bordes  violáceos  (lilac  ring), duras  al  tacto
bajo antiguas  placas  de  psoriasis  en  las  extremidades  inferiores  de  la  paciente.  B)  Mayor  detalle  donde  se  aprecia  la  coexistencia
de placas  morfeiformes  con  placas  eritematosas  de  aspecto  psoriasiforme.  C)  Bandas  de  colágeno  en  dermis  reticular  y  profunda,
densamente empaquetadas,  paralelas  a  la  unión  dermo-epidérmica  (H&E  ×10).

descrito  múltiples  vías  de  diferenciación  del linfocito  T  hel-

per  (LTh)  más  allá  de  las  descritas  en  este  artículo,  de las
cuales  3  de  ellas  son  de  especial  interés  en  nuestro  caso9,10;
La  vía  del  LTh1  y  sus  interleucinas  (IL) asociadas  (IL-2,  IL-12  e
interferón  gamma)  regulan  la  inmunidad  celular,  y  se asocian
a  procesos  como  la  psoriasis,  la  enfermedad  inflamatoria
intestinal  o  la enfermedad  de  injerto  contra  el  huésped.
Por  otro  lado,  el  LTh2  y las  IL-4,  IL-5  e  IL-13  están  involu-
crados  en  la  inmunidad  humoral,  siendo  hasta  el  momento
la  principal  vía  conocida  implicada  en la  morfea.  Reciente-
mente  se  ha establecido  una  tercera  vía  que  ha ido  cobrando
protagonismo  en  las  enfermedades  inmunomediadas  y  que
parece  interactuar  con las  2  anteriores:  el  LTh17  y la  IL-17,
IL-22  e IL-23.  Varios  autores  defienden  que  una  desregula-
ción  entre  estas  vías  podría  ser la causante  de  la  coexistencia
de  ambas  entidades  en  un  mismo paciente3,4,11.  El entorno
inmunológico  de  la  psoriasis,  protagonizado  por  la vía  Th1,
podría  enmascarar  las  manifestaciones  de  enfermedades
esclerosantes  como  la  morfea,  protagonizadas  por  Th2.  En
concordancia  con lo anterior,  Bezalel  SA.  et al. presentan  un
paciente  con  esclerosis  múltiple  en tratamiento  con interfe-
rón  (INF)  que  desarrolló  placas  de  morfea,  concluyendo  que
la  inducción  de  la  vía  Th2/IL-4  ocasionada  por el  INF  pudo
precipitar  la  aparición  de  las  lesiones  morfeiformes11.

Así  mismo,  existe  una  mayor  prevalencia  de  ANA  positivos
en  los  pacientes  que  presentan  ambas  entidades,  hecho  que
otorga  mayor  validez  a  la  teoría  inmunogénica4.

En función  de lo anteriormente  descrito,  la  intro-
ducción  de  ustekinumab,  un  anticuerpo  monoclonal  IgG1
anti-IL12/23,  podría haber  bloqueado  la  vía  de señalización
Th1,  provocando  a su vez  una  mayor  expresión  de  Th2,
y  la  consecuente  formación  de placas  de  morfea  en  una
paciente  predispuesta.  Por  ello,  no podemos  descartar  que
el  desarrollo  de  la  morfea  en  nuestra  paciente  sea  un  efecto
adverso  al ustekinumab.  Este  fármaco  fue  aprobado  por la
FDA  en  junio  de 2008,  y hasta  el  momento  no  hemos  hallado,
en  la  literatura,  ninguna  publicación  que  lo  asocie  al  des-
arrollo  de morfea.  Sin  embargo,  sí  que  existe  asociación  de
placas  de  morfea  en  pacientes  con psoriasis  en  tratamiento
con  etanercept,  las  cuales  se  extendían  más  allá  del  sitio  de
inyección6.

Finalmente,  podría  haber  sido  la  psoriasis  la que  actuase
como  desencadenante  de la  morfea  en una  paciente  predis-
puesta,  tratándose  en  tal caso  de  un ejemplo  de  respuesta
isotópica  de Wolf.

A modo  de  conclusión,  no  podemos  descartar  ninguna  de
las  3 teorías;  inmunológica,  farmacológica  o respuesta  iso-
tópica  de Wolf. Tampoco  podemos  saber  si  la  morfea  estaba
presente  bajo  las  placas  de psoriasis  previamente.  A pesar
de  ello  creemos  que tales hipótesis  no  se excluyen  entre
ellas,  y  la  interacción  del  fármaco  sobre  un  sistema  inmu-
nitario  alterado  de base  podría haber  sido  el  causante  del
desarrollo  de  la  morfea  en  nuestra  paciente.  La publicación
de nuevos  casos  semejantes,  así  como la  mejor  comprensión
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de  los  mecanismos  fisiopatológicos  de  ambas  enfermedades,
podrían  arrojar  luz  al  enigma.
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Reconstrucción del ala nasal
mediante injerto
condrocutáneo

Chondrocutaneous  Graft  for Reconstruction
of the  Ala Nasi

Sra.  Directora:

La  pirámide  nasal  es un  área  fotoexpuesta  con importante
incidencia  de  tumores  cutáneos,  que  se tratan  de  forma  qui-
rúrgica  en  la  mayor  parte  de los casos.  El ala  nasal1, que  se
compone  de mucosa,  cartílago  y  piel,  es una  estructura  ana-
tómicamente  compleja  y  consecuentemente  presenta  una
compleja  reconstrucción.  Para  la reconstrucción  de  defectos
en  el  ala  debemos  tener  en cuenta  el  tamaño y la profundi-
dad  del  defecto,  el  color  y  la  textura de  la  piel  circundante,
la  simetría  con  el  ala  contralateral  y  las  condiciones  de
los  tejidos  perilesionales,  así como  considerar  las  posibles
zonas  donantes  y sus  características,  y los  antecedentes  del
paciente.  El objetivo  principal  es  preservar  la  función  de  la
válvula  y  la  estética  de  la pirámide  nasal.

Describimos  el  caso de  una  mujer  de  77  años,  pluri-
patológica,  que  presentaba  una  recurrencia  de  carcinoma
basocelular  confirmada  mediante  biopsia  en el  ala  nasal
derecha.

La  recidiva  del tumor  (fig.  1A)  fue  tratada  con  cirugía
de  Mohs  (fig.  1B),  siendo  necesaria  una  única  etapa  para

extirparlo  completamente.  Tras  la cirugía,  se observó  un
defecto  de  espesor  total  del  ala  nasal  de 0,8  ×  1  cm,  afec-
tando  al  borde libre  del ala.

Para  reparar  el  defecto  decidimos  emplear  un  injerto
condrocutáneo  compuesto,  extraído  de  la  base  del  hélix.  En
este  caso,  la  zona donante  idónea  es el  pabellón  auricular,
por su color  y textura,  y porque  la  zona  anterior  del hélix
permite  una  extracción  sencilla  del injerto  y la realización
de  cierre  directo  posteriormente2.  Con  ello  conseguimos  un
injerto  en bloque  que  presenta  cartílago  entre  2  superficies
cutáneas.  El cartílago3,  aporta  estabilidad  mecánica  y  forma
al  injerto  y  al ala  nasal,  evitando  el  colapso  del  injerto  con
los  movimientos  respiratorios.  Además,  el  cartílago  previene
la retracción  de la  cicatriz  y  preserva  la  funcionalidad  de  la
válvula  de forma  secundaria.

En  nuestro  caso,  en  primer  lugar,  diseñamos  el  injerto
en  forma  de «V»

4 sobre  la  base  del hélix,  un milímetro  más
grande  que  el  defecto  (fig.  1C)  y  se extrajo  en  bloque.  El
defecto  resultante  en  el  hélix  fue  suturado  mediante  puntos
simples  (fig.  2B).

Para  fijar  el  injerto a la  zona receptora  se  inició  sutu-
rando  la pieza  a la parte  interna  del  ala  nasal,  para  ello  se
empleó  una  sutura  reabsorbible  de  5/0.  Posteriormente  el
injerto  fue  inmovilizado  mediante  un taponamiento  nasal.
Finalmente,  la  piel  de la  zona externa3 fue  suturada  con
seda  de 5-0 (fig.  2A).

El  primer  injerto compuesto  obtenido  de pabellón  auri-
cular  para  la  reconstrucción  de la  pirámide  nasal  fue
descrito  por  Konig  en 19025, y  como  principales  ventajas
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