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With this report we aim at emphasizing the role of
modern hepatobiliary MR imaging with gadolinium based
contrast agents as a noninvasive tool of demonstrating
biliary-cysts communication, adding complementary diag-
nostic information to conventional MR sequences and allow-
ing a conclusive diagnosis of CD in the appropriate clinical
setting, without the use of invasive methods (e.g., endo-
scopic retrograde cholangiography and percutaneous tran-
shepatic cholangiography), which may be associated with
complications such as bleeding, infection and pancreatitis.*
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Mala correlaciéon entre
reactantes de fase aguda y
afectacion intestinal en
paciente con comienzo de la
enfermedad de Crohn bajo
tratamiento con inhibidor de
IL-6 por artropatia seronegativa

@ CrossMark

Poor correlation between acute phase
reactants and intestinal involvement in
patients with onset of Crohn’s disease under
treatment with an interleukin-6 inhibitor due
to seronegative arthropathy

Mujer de 44 anos, sin alergias medicamentosas ni habitos
toxicos, con artritis seronegativa de inicio a los 18 afos, en
forma de oligoartritis asimétrica, de predominio en grandes
articulaciones. A los 22 afos inicié coxitis derecha rapida-
mente destructiva, que precis6 protesis de cadera derecha
(PTC) a los 42 anos. Los estudios de factor reumatoide,
anticuerpos antipéptido citrulinados, anticuerpos antinucle-
ares y HLA-B27 fueron negativos. Continud con tratamiento
inductor de remision con hidroxicloroquina, sales de oro
(supendidos por ineficacia) y metotrexate (suspendido por
intolerancia). En 2006 se inici6 tratamiento con adalimumab
(suspendido a los 3 meses por rash cutaneo) y, posterior-
mente, con etanercept (2008-2009), con respuesta parcial y
requerimiento de glucocorticoides en los brotes de artritis.
Posteriormente recibid rituximab cada 6 meses (2009-2011,
interrumpido para intervencién de PTC). Por nuevo brote de

artritis precisoé infiltracion del carpo derecho, y se reinicié
rituximab en junio del 2014 con repuesta parcial.

En julio de 2014 inicia pérdida ponderal, empeoramiento
del estado general y de la artritis, anemizacion y ele-
vacion de reactantes de fase aguda VSG 64mm/h y PCR
56mg/l (valor normal: <5mg/l), por lo que se decidio
cambio de tratamiento biolégico. Por el marcado compo-
nente sistémico y la necesidad de utilizarlo en monoterapia
(intolerancia a MTX), se decidi6 iniciar tratamiento con
tocilizumab ev mensual, en octubre de 2014.

En enero de 2015, ingresa en el servicio de gastroen-
terologia por cuadro de deposiciones diarreicas (5-7 dia),
sin productos patoldgicos, con dolor abdominal y pérdida de
10kg de peso, de un mes de evolucion. En la exploracion
fisica destacaba dolor abdominal de predominio en flanco
izquierdo, sin masas ni visceromegalias palpables. Analiti-
camente sin leucocitosis ni anemia (hemoglobina 14,2 g/dl),
PCR 0,24 mg/l, albumina 44g/l. Para completar el estudio
se realiz6 una fibrogastroscopia que resultéo normal y una
colonoscopia que mostré desde 12 cm del margen anal hasta
ciego Ulceras extensas y profundas con mucosa interlesional
sana, ileon terminal, afecto 15cm con aftas milimétricas
(fig. 1). La anatomia patologica resultd compatible con
Ell. Posteriormente se cursan niveles de calprotectina fecal
que resulta elevada 2.714mg/kg heces (VN<100mg/kg).
Se orientd como un brote grave de enfermedad de Crohn
(EC) ileo-colica con artropatia periférica asociada. Se inici6
tratamiento con corticoterapia a dosis plena (40 mg/dia),
azatioprina 150 mg/dia y nutricion enteral total (NET), pre-
sentando correcta evolucion clinica, con disminucion en
el nimero de deposiciones, asi como resolucion del dolor
abdominal y articular, siendo dada de alta a domicilio.


dx.doi.org/
http://www.elsevier.es/gastroenterologia
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastrohep.2015.10.001&domain=pdf
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
dx.doi.org/10.1002/hep.27941
mailto:jcastellote@bellvitgehospital.cat
dx.doi.org/10.1016/j.gastrohep.2015.10.007
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastrohep.2015.10.001&domain=pdf
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0080
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0085
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0105
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0110
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0115
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0120
mailto:alvarohernandezm68@gmail.com
dx.doi.org/10.1016/j.gastrohep.2015.09.016
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastrohep.2015.10.001&domain=pdf
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0055
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0060
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0065
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0070
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0075
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0090
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0095
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0100
mailto:as_350z@hotmail.com
dx.doi.org/10.1016/j.gastrohep.2015.09.015
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastrohep.2015.10.001&domain=pdf
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0025
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0030
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0035
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
http://refhub.elsevier.com/S0210-5705(15)00269-1/sbref0040
mailto:ulysses.torres@grupofleury.com.br
dx.doi.org/10.1016/j.gastrohep.2015.07.012
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastrohep.2015.10.001&domain=pdf

SCIENTIFIC LETTERS

671

Figura 1  Ulceras extensas y profundas con mucosa interle-
sional sana, en todo el trayecto colonico.

Consideramos este caso clinico de especial interés, en
primer lugar por la secuencia de presentacion clinica, con
artropatia periférica erosiva 20 anos antes de la mani-
festacion intestinal de la EC, situacion que solo acontece
en el 10% de los casos. En segundo lugar destaca la nor-
malidad de los parametros biologicos, a pesar de tener
importante afectacion de la mucosa en la colonoscopia.
Se han descrito multiples casos de infecciones graves con
reactantes bioldgicos normales en pacientes con artritis
reumatoide en tratamiento con tocilizumab, pero ninguno
de pacientes con EC y reactantes bioldgicos normales en
contexto de tratamiento con anti-IL-6'~.

Entre las manifestaciones extraintestinales de la EC, la
clinica articular es la mas frecuente (10-35%), bien en forma
de espondiloartropatia axial (sacroileitis y espondilitis) o
de artritis periférica, aguda o crénica. La artritis periférica
suele estar relacionada con la actividad de la enfermedad
inflamatoria intestinal (Ell) y, generalmente, aparece de
forma coincidente con los brotes de esta. Con frecuencia
la afectacion es pauciarticular, asimétrica, de curso transi-
torio y autolimitado, aunque existen formas con actividad
cronica persistente como en el caso descrito. Si bien estas
manifestaciones responden a la terapia de la Ell, con fre-
cuencia es necesario afnadir farmacos inductores de remision
o realizar infiltraciones locales con glucocorticoides’.

La normalidad de los rectantes biologicos, a pesar de
la importante afectacién ileo-célica por EC, podria expli-
carse por el efecto de la terapia anti-IL-6. La interleucina
6, es una citocina proinflamatoria producida por diversos
tipos celulares, incluidos monocitos, linfocitos y fibroblas-
tos, que participa en multiples procesos bioldgicos como
la formacion de proteinas de fase aguda y hepcidina a
nivel hepatico, aumento de megacariocitos con tromboci-
tosis sistémica, diferenciacion de osteoclastos y por ende
osteoporosis, activacion de macrofagos, células B y T, que
ocasionan la inflamacién crénica. Todas estas acciones proin-
flamatorias, hace que se vincule a la fisiopatologia de
multiples enfermedades inflamatorias, autoinmunes, como
la EC.

El tocilizumab (TCZ) es un anticuerpo monoclonal human-
izado dirigido contra el receptor, tanto soluble como de

membrana de la IL-6. En Europa ha sido aprobado, en
monoterapia o en combinacion con MTX para el tratamiento
de pacientes adultos con AR moderada-severa con respuesta
inadecuada o intolerancia al menos a un FAME o a un agente
anti-TNF-a®. Sin embargo, no es eficaz para la EC, ya que la
IL-6 parece no estar implicada directamente en el mecan-
ismo fisiopatologico en la EC, y de hecho en los resultados
de diferentes estudios en pacientes con Ell, tratados con
tocilizumab, se ha evidenciado respuesta clinica en mas del
50% de los casos, pero no remision endoscopica ni histologica
al comparar con el grupo placebo’-°.

En este caso una herramienta Gtil y sencilla para aclarar
el diagnostico es la calprotectina fecal (CF), que es una
proteina con propiedades antimicrobianas, que constituye
el 60% de las proteinas citosolicas de los granulocitos; su
presencia en las heces es directamente proporcional a la
actividad de los neutrofilos en la luz intestinal.

Ha sido propuesta como biomarcador de inflamacion
intestinal ya que presenta una mejor correlacion con el
grado de inflamacion que los marcadores seroldgicos e
indices clinicos, con una sensibilidad para detectar activi-
dad mucosa que varia en rango del 70 al 100% con una
especificidad del 44 al 100% en funcion del punto de corte
en diferentes estudios'®.

A modo de conclusion, ante un paciente con sospecha
clinica de Ell, la normalidad de los reactantes bioldgicos
no permite descartarla, en este caso la CF parece ser
una excelente prueba diagndstica para seleccionar aquellos
pacientes que deben ser estudiados.
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Neumatosis intestinal
secundaria a quimioterapia con
5-fluorouracilo

@ CrossMark

Pneumatosis intestinalis due to 5-fluorouracil
chemotherapy

La neumatosis intestinal (NI) es la presencia de gas en
la pared intestinal. Tiene mUltiples etiologias, muchas de
ellas benignas y otras con alta mortalidad'~*. Su localizacidn
y las caracteristicas radiolégicas son orientativas, pero
inespecificas y no patognomoénicas para diferenciarlas??, y
su tratamiento y prondstico dependen de la causa identifi-
cada.

En pacientes con cancer, establecer la causa de la NI
puede ser complejo, sobre todo si hay antecedentes de
cirugias previas, protesis intraabdominales, inmunosupre-
sion y quimioterapia’. Varios agentes quimioterapicos, entre
ellos el 5-fluorouracilo (5-FU), han sido asociados al desar-
rollo de la NI>”7, tanto en monoterapia como en regimenes
combinados.

Ademas de su indicacion como tratamiento de primera
linea en varios tumores solidos, el 5-FU es utilizado también
con intencion paliativa en tumores del tracto digestivo y en
neoplasias de cabeza y cuello.

Presentamos el caso de un paciente con adenocarcinoma
de la unidon gastroesofagica metastasico en tratamiento
quimioterapico paliativo con 5-FU que presento toxicidad
intestinal secundaria en forma de NI. Se revisan las car-
acteristicas clinicas y radioldgicas del cuadro, asi como su
etiopatogenia y tratamiento.

Paciente varon de 65 afos de edad, antecedente de
adenocarcinoma de la unidon gastroesofagica estadio v
(metastasis pulmonares), portador de gastrostomia, en
tratamiento quimioterapico paliativo segiin esquema cis-
platino (70mg/m?) y 5-FU (3.000mg/m?) cada 21 dias.
Tras el cuarto ciclo de tratamiento consultd en urgen-
cias por distension abdominal, dolor célico y diarreas (6
deposiciones/dia), sin productos patologicos, que comen-
zaron a los 4 dias de finalizada la infusion de 5-FU. El
paciente se encontraba afebril, destacando a la exploracion
fisica: abdomen distendido, no doloroso, con abundantes
ruidos intestinales, sin signos de irritacion peritoneal. La
analitica mostré hipernatremia de 148 mEq/l, hipokalemia
de 2,5mEq/l, sin datos de sepsis ni citopenias. Los hallaz-
gos radiologicos en la radiografia (Rx) abdominal y en la
tomografia computarizada (TC) se describen en la figura 1.

Se orient6 como neumatosis intestinal probablemente
secundaria a tratamiento con 5-FU, se decidi6 ingreso para
reposicion hidroelectrolitica endovenosa, reposo intestinal
y oxigenoterapia 2 l/min. El paciente evoluciond afebril, con

Figura 1

A) Radiografia de abdomen en bipedestacion, en el que se objetiva densidad gas extraluminal rodeando la totalidad

del marco célico, asi como una discreta cantidad de neumoperitoneo subfrénico. B) Reconstruccion coronal de TC abdominal con
contraste ev. Se confirma la existencia de extensas areas de densidad gas rodeando los diferentes segmentos colénicos. C) La ventana
de pulmon nos permite determinar con mayor exactitud la localizacion del gas, que esta tanto en el seno de la pared coldnica (=),

como por fuera de ella (—).
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