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Sindrome del nédulo
mesentérico cavitado:
complicacion infrecuente de la
enfermedad celiaca

@ CrossMark

Cavitating mesenteric lymph node syndrome:
An uncommon complication of celiac disease

La enfermedad celiaca (EC) es un proceso de base autoin-
mune que afecta al intestino delgado y se desencadena por
la ingesta de gluten en sujetos genéticamente susceptibles.
Se han descrito multiples complicaciones asociadas a la EC,
dentro de las cuales destaca por su rareza el sindrome del
nodulo mesentérico cavitado (SNMC). Su etiopatogenia es
poco conocida, siendo conveniente reconocerla de forma
precoz y diferenciarla fundamentalmente de las infeccio-
nes y el linfoma. Presentamos el caso de una EC con esta
complicacion asociada a otras enfermedades concomitantes
con base autoinmune.

Mujer de 52 afos, que tras diagndstico de sindrome de
Sjogren consulto por alteracion de las transaminasas y enzi-
mas de colestasis, y AMA positivo con M2 positivos e IgM
elevada; se solicito ecografia abdominal (US) y biopsia hepa-
tica y se comenzo tratamiento con acido ursodesoxicolico a
dosis de 14 mg/kg/dia ante el diagnodstico de colangitis biliar
primaria (CBP). La paciente referia evacuaciones pastosas 4-
5 veces al dia, sin sangre, a lo largo de los Gltimos 6 meses,
con una pérdida de 8kg durante este periodo. La explora-
cion fisica fue normal. Peso: 65 kg y talla: 167 cm. indice
de masa corporal: 23,3. Analiticamente destacaba: alanina
aminotransferasa: 68 (0-31) U/l; aspartato aminotransfe-
rasa: 113 (0-55) U/l; fosfatasa alcalina: 264 (5-36) U/L;
GGT: 341 (35-104) U/l; inmunoglobulinas: IgM: 624 mg/dl
(40-230); AMA: 1/604; AMA-M2: positivo; antitransglutami-
nasa: 160 U (0-20). En la US se observaban adenopatias
mesentéricas patologicas de aspecto quistico. Los marca-
dores tumorales fueron normales. El estudio microbioldgico
fue negativo para virus de la inmunodeficiencia humana y

tuberculosis. Se realizo una tomografia axial computarizada
(TC) toracoabdominal, observando en el mesenterio la pre-
sencia de multiples adenopatias > 1 cm, de aspecto quistico
redondeado, con area central de baja atenuacion (fig. 1).
Se realizo una colonoscopia que fue normal y una gastrosco-
pia, observandose un patréon mucoso nodular duodenal de
aspecto atrafico con una histologia compatible con un esta-
dio Marsh Illa (figs. 2 y 3). La biopsia hepatica fue compatible
con una CBP estadio 1.

Una vez descartadas infecciones (tuberculosis y enfer-
medad de Whipple) y una enfermedad de Crohn, se plante6
el principal diagnodstico diferencial con el linfoma. Dado el
diagnostico de EC, las caracteristicas radioldgicas de las ade-
nopatias y la localizacion exclusivamente mesentérica, no se
realiz6 estudio histologico debido a la baja probabilidad de
linfoma. Se interpretaron los hallazgos como un SNMC y se
decidio dieta sin gluten (DSG) y control radioldgico precoz.
A los 3 meses, la paciente habia ganado 3 kg de pesoy la TC

Figura 1
deadas.

Adenopatias con zonas centrales quisticas redon-


dx.doi.org/
http://www.elsevier.es/rgmx
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rgmx.2016.05.006&domain=pdf
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0005
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0010
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0015
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0020
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0025
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0030
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0035
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0045
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0050
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0105
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0115
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0125
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0130
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0135
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0140
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0145
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0150
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0155
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0160
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0165
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0170
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0175
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0190
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0205
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0210
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0215
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0220
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0225
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0230
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0235
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0240
mailto:gregareag@gmail.com
dx.doi.org/10.1016/j.rgmx.2016.05.007
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rgmx.2016.05.006&domain=pdf
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0055
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0060
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0065
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0070
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0075
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0080
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0085
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0090
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0095
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
http://refhub.elsevier.com/S0375-0906(17)30004-6/sbref0100
mailto:mvallejosoto@gmail.com
dx.doi.org/10.1016/j.rgmx.2016.04.006
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rgmx.2016.05.006&domain=pdf

352

CARTAS CIENTIFICAS

15/02/2013
12:42:36

FR:F/T
MM:FICE
AE:REC

D)

£G-59020

10.8

9.8

Figura 2  Mucosa nodular duodenal con aspecto atrofico.

Figura 3

Imagen histologica Marsh llla.

de control presento cavitacion y reduccion de tamanio de las
adenopatias, lo que corroboré el diagnostico (fig. 4).

EL SNMC es una complicacion muy rara de la EC, siendo
su patogenia desconocida. Se postula que una alteracion de
la permeabilidad intestinal podria favorecer la exposicion
masiva y cronica a determinados antigenos, lo que provo-
caria, por el deposito de inmunocomplejos en el endotelio
vascular del ganglio, un daio isquémico y una consiguiente
necrosis del mismo’.

Esta entidad se manifiesta con sintomas habituales de
la EC, adenopatias mesentéricas y, en ocasiones, signos
de hipoesplenismo, debiendo sospecharse siempre en
pacientes celiacos con pobre respuesta a la DSG.

Los datos clinicos y radiologicos son esenciales en el diag-
nostico, siendo la principal herramienta el TC?. El hallazgo
inicial por TC es la presencia de multiples adenopatias loca-
lizadas exclusivamente en el meso yeyuno-ileal, de tamano
variable (2-7cm) y con areas centrales de baja atenuacion
(densidad en torno a 30-40 UH o inferior) producida por la
presencia de liquido y/o grasa.

Ocasionalmente, se observan en las adenopatias niveles
liquido-grasa, siendo este signo radioldgico tipico del SNMC.
La RM puede ser (til para apreciar estos niveles liquido-grasa

Disminucion de tamano de las adenopatias

Figura 4
tras DSG.

utilizando secuencias ponderadas en T1 y T2 con técnicas
de saturacion de la grasa, incluso si los niveles de liquido-
grasa no se ven en la TC3. Algunos autores afirman que la
demostracion de estos cambios en las adenopatias mediante
RM puede obviar la utilizacion de otras técnicas diagnosticas
mas invasivas, como la puncidn de las mismas“.

EL SNMC plantea el principal diagnéstico diferencial con
infecciones y el linfoma. Las adenopatias del linfoma pre-
sentan una atenuacion de tejido blando sin presencia de
cavitacion y afectan a varias cadenas ganglionares, siendo
habitual la esplenomegalia. Las infecciones, como la tuber-
culosis y enfermedad de Whipple, pueden ocasionalmente
presentar adenopatias abdominales de baja atenuacion no
cavitadas, siendo muy importantes los datos de laboratorio,
endoscopicos, clinicos y radiolégicos para su diagndstico®.

Los pacientes que no mejoran clinicamente con la DSG
o cuando los hallazgos radiologicos no son caracteristicos
es necesario el estudio histologico de adenopatia mediante
biopsia guiada radiolégicamente o quirurgica.

Posterior al inicio de la DSG se observa una progresiva
cavitacion de las adenopatias y reduccion de su tamano, lo
que constituye un signo patognomonico del SNMC. Ademas
de las restricciones dietéticas tipicas de la EC, en ocasiones
es necesario el uso intensivo de corticoides sistémicos®. En
relacion con el pronostico de esta entidad, si bien publi-
caciones iniciales describian una mortalidad elevada en
pacientes con SNMC, nuevos trabajos han reportado evolu-
ciones similares al resto de pacientes celiacos’.

En conclusion, el SNMC constituye una complicacion rari-
sima de la EC que debe ser diferenciado de otras entidades
clinicas al diagndstico y durante su evolucién. El diagnostico
puede ser realizado por la combinacion de datos clinicos y
radioldgicos.
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Nodulos eritematosos en
miembros inferiores en
paciente trasplantada renal

@ CrossMark

Erythematous nodules on lower limbs in a
kidney transplantation patient

Una mujer de 42 anos de edad con trasplante de
rindn por probable glomerulopatia postestreptocdcica con-
sultdé por nodulos eritematosos, dolorosos en piernas de
2 meses de evolucion (figura 1a y b), sin fiebre ni otros
sintomas remitiéndose a dermatologia quien efectua biop-
sia que informa de necrosis grasa de origen pancreatico
(figs. 1c y d). La aparicion de los nédulos coincididé con
la pérdida de funcion del injerto renal y reingreso a
hemodialisis. Se traslado al servicio de digestivo por ele-
vacion de amilasa y lipasa (mas del triple normal). A su
ingreso negd dolor abdominal, ictericia, coluria, fiebre o
escalofrio.

La exploracion fisica solo mostré6 dermatosis locali-
zada en miembros inferiores caracterizada por maculas
rosaceas y nodulos violaceos subcutaneos algunos con
descarga de material oleoso. La enferma tenia antece-
dentes de trasplantada renal en 1998, hiperparatiroidismo
secundario, hepatopatia crénica por VHC con fibrosis hepa-
tica F2 en elastografia transicional. Linfoma de células
B cutaneo con estudio de extension negativo. Paratiroi-
dectomizada. Colecistectomizada. Tratamiento habitual:
prednisona, micofenolato, telmisartan, sotalol, darbe-
poetina, acido folico, atorvastatina, calcio, hidroferol,
calcitriol, magnesio, AAS y pantoprazol.

Exdmenes complementarios: Analitica: glucosa 106 mg/
dl, urea 163 mg/dl, creatinina 3.74 mg/dl, amilasa 631 Ul/,

lipasa 1027U/l, GOT 53U/l, GPT 68U/l, GGT 196U/l, FA
80U/, LDH 676 U/l, calcio 6.3 mg/dl, PCR 1.07 mg/l, sodio,
potasio y coagulacion normales. Hemograma: Hb 12.1g/dl,
Hto 38.5%, VCM 99fl, leucocitos 10.050 ul con 8.610 ul
de neutrdfilos, plaquetas 100.000 ul. PCR CMV negativo.
Carga viral VHC 17600000 Ul/ml. Autoinmunidad y marca-
dores tumorales normales (tabla 1). TAC de abdomen y RMN
del pancreas y colangio-RM de vias biliares: compatibles con
pancreatitis aguda intersticial con bajo indice de severidad
(Figura 2 ay b). Eco-endoscopia normal. La paciente cumplia
criterios analiticos y de imagen de pancreatitis aguda inters-
ticial leve segun criterios de Atlanta. Cultivos de exudados
de MMII negativos para bacterias y hongos.

El diagnostico fue de paniculitis pancreatica secunda-
rio a pancreatitis aguda leve de origen no determinado
(descartada enfermedad pancreatica autoinmune, neopla-
sica o paraneoplasica) en paciente trasplantada renal con
pérdida de funcion de injerto y hepatitis cronica por
VHC.

Evolucioné favorablemente al tratamiento con analgési-
cos y prednisona, dandose el alta a los 20 dias. Presentd
como complicaciones: infeccion de lesiones de miembros
inferiores por Enterobacter cloacae, hiperglucemia transito-
ria y queratitis herpética que respondi6 al aciclovir. Junto a
la resolucion de la pancreatitis presentd descenso paulatino
de las enzimas pancreaticas y desaparicion de las lesiones
dérmicas.

La paniculitis pancreatica o necrosis grasa pancreatica
es una complicacion poco frecuente (2-3%) de ciertas
enfermedades pancreaticas y frecuentemente mortal. Se
ha descrito en el curso de pancreatitis aguda, crénica
y carcinoma pancreatico y menos frecuentemente en
seudoquiste pancreatico, fistulas vasculopancreaticas, pan-
creas divisumy farmacos (corticoides, tiazidas, azatioprina,
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