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Resumen El objetivo en el tratamiento de la lesion medular aguda traumatica es preservar la
funcion neurologica residual, evitar el dano secundario, y restaurar la alineacion y la estabili-
dad de la columna. En esta segunda parte proporcionaremos un enfoque en el tratamiento de la
lesion medular en cuestiones relativas al manejo respiratorio a corto plazo, donde es prioritaria
la preservacion de la funcion diafragmatica, asi como la posibilidad de predecir la duracion de
la ventilacion mecanica y la necesidad de traqueostomia. Abordaremos la valoracion quirlrgica
de las lesiones de columna en funcion de unos criterios de tratamiento actualizados, teniendo
en cuenta que, aunque el tipo de intervencion depende del equipo quirlrgico, en el momento
actual el tratamiento implica descompresion y estabilizacion precoz. En el tratamiento integral
del paciente con lesion medular es fundamental identificar y tratar adecuadamente el dolor aso-
ciado a la lesion medular, asi como la ansiedad, al igual que prevenir y diagnosticar precozmente
complicaciones secundarias a la afectacion que la lesion medular ocasiona en todos los siste-
mas del organismo (enfermedad tromboembdlica, alteraciones gastrointestinales, afectacion
del sistema urinario, Ulceras por presion).

© 2016 Elsevier Espana, S.L.U. y SEMICYUC. Todos los derechos reservados.

Update on traumatic acute spinal cord injury. Part 2

Abstract The aim of treatment in acute traumatic spinal cord injury is to preserve residual
neurologic function, avoid secondary injury, and restore spinal alignment and stability. In this
second part of the review, we describe the management of spinal cord injury focusing on
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issues related to short-term respiratory management, where the preservation of diaphragma-

Tracheostomy;
Prolonged mechanical
ventilation

tic function is a priority, with prediction of the duration of mechanical ventilation and the
need for tracheostomy. Surgical assessment of spinal injuries based on updated criteria is dis-
cussed, taking into account that although the type of intervention depends on the surgical

team, nowadays treatment should afford early spinal decompression and stabilization. Within
a comprehensive strategy in spinal cord injury, it is essential to identify and properly treat
patient anxiety and pain associated to spinal cord injury, as well as to prevent and ensure
the early diagnosis of complications secondary to spinal cord injury (thromboembolic disease,
gastrointestinal and urinary disorders, pressure ulcers).

© 2016 Elsevier Espana, S.L.U. y SEMICYUC. All rights reserved.

Soporte respiratorio. Ventilacion mecanica
prolongada

La necesidad de soporte respiratorio en la fase aguda del
lesionado medular presenta una incidencia variable. Los
2 marcadores mas importantes para predecir la necesidad
de intubacion son el nivel de la lesion y el grado valorado
por la clasificacion ASIA.

La lesion medular (LM) a nivel cervical o toracico afecta a
los nervios espinales que inervan los mUsculos respiratorios.
El diafragma, muUsculo principal de la inspiracion, recibe su
inervacion del tercer, cuarto y quinto segmentos espinales
cervicales. Las lesiones por encima de C5 producen para-
lisis del diafragma, musculos intercostales y abdominales,
por lo que sin soporte respiratorio son incompatibles con la
vida, necesitando intubacion en practicamente el 100% de
los casos. En lesiones cervicales altas incompletas (C2-C4) o
lesiones inferiores (C5-T5) puede ser factible la ventilacion
espontanea. Sin embargo, la funcion respiratoria esta sus-
tancialmente comprometida y el fracaso en la ventilacion
puede ocurrir por fatiga'.

La disfuncion respiratoria del paciente con LM aguda se
relaciona con 3 factores: disminucién de la fuerza muscu-
lar, retencion de las secreciones y disfuncion autonémica.
Todo ello, tras las primeras 24h de la lesion, predispone
al desarrollo de complicaciones (atelectasias, neumonia,
tromboembolismo y edema pulmonar), que son la princi-
pal causa de morbimortalidad. En el fracaso respiratorio
también juegan un papel relevante las lesiones traumaticas
asociadas y la situacion basal del paciente (edad, comorbi-
lidad y predisposicion genética)?>.

La necesidad del soporte respiratorio ocurre con mayor
frecuencia a partir del cuarto dia de la lesion por fatiga
muscular, por lo que en caso de realizar un manejo conser-
vador sera necesario monitorizar estrechamente la funcién
respiratoria. Lo haremos mediante niveles de pCO, (capno-
grafia/gasometria arterial) y espirometria, con la medicion
de la capacidad vital (excelente correlacion con pruebas de
funcion pulmonar) y la presion inspiratoria maxima (estima
la fuerza de la musculatura respiratoria). Son indicadores
de fracaso respiratorio: capacidad vital < 15 ml/kg, presion
inspiratoria maxima<—20cmH,0 y un incremento en los
niveles de didxido carbonico’“. Estudios recientes indican

que la presencia de lesion o edema a nivel de C3 en la RM
predice por si misma el fracaso respiratorio®.

Los pacientes con lesiones por encima de T5, con lesiones
asociadas graves o si requieren monitorizacion respiratoria,
deben ingresar en unidades de criticos para minimizar el
dano secundario a la hipoxia. Hay que tener en cuenta que
si el paciente presenta necesidad de soporte respiratorio la
intubacion debe ser realizada de forma programada, ya que
la intubacion urgente en situacion de fracaso respiratorio
incrementa el riesgo de dafo neuroldgico®.

A la hora de aplicar ventilacion a estos pacientes hay
que tener en cuenta las caracteristicas de la LM. Aunque se
dice que los pacientes tienen pulmones «sanos», hasta el 60%
tienen asociado un traumatismo toracico. En estos casos, la
estrategia a seguir sera la ventilacion protectora.

La preservacion de la funcién diafragmatica debe ser
un objetivo primordial, al ser un mudsculo clave en la fun-
cion respiratoria. La disfuncion diafragmatica inducida por
el ventilador se produce de forma precoz con la inacti-
vidad diafragmatica en cualquiera de las modalidades de
ventilacion controlada. Para evitarla, el objetivo en estos
pacientes sera mantener el apoyo total del ventilador para
evitar la fatiga, permitiendo al paciente iniciar la mayo-
ria de los ciclos (cierto nivel de contraccion diafragmatica)
y ajustando el tiempo de inspiracion (evitar autotrigger y
auto-PEEP)®.

La programacion de parametros respiratorios, como el
volumen corriente y la PEEP, ha evolucionado en los Gltimos
anos. Se ha abandonado la practica de ventilar con volime-
nes corrientes altos al demostrarse en diferentes estudios
que no existen diferencias entre ventilar con volumenes
de 10-15ml/kg y volumenes 10ml/kg. Se ha constatado
que mantener presiones meseta inferiores a 30 cmH,0 cam-
bia el prondstico’. En cuanto a la PEEP, se teorizaba con
utilizar 0cmH,0 para evitar el atrapamiento de aire en
pacientes con deterioro de los musculos espiratorios. Si
tenemos en cuenta que la espiracion es un fenémeno pasivo,
dicho razonamiento no se sustenta. Ademas, el uso de PEEP
aumenta la capacidad residual funcional y evita el colapso
ciclico de los alvéolos, evitando la lesion pulmonar aso-
ciada a la ventilacion mecanica (VM). Por ello, actualmente
no se recomienda PEEP cero, al menos en la fase aguda,
sino aquel nivel de PEEP que minimice el atelectrauma con
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una presion meseta adecuada (PEEP>5cmH,0 y presion
meseta < 30 cmH,0)8.

Ventilacion mecanica prolongada

A la hora de definir el concepto de VM prolongada existe
una gran variabilidad en la literatura. En general, cuando
el paciente permanece ventilado mas de 21 dias durante al
menos 6h al dia se considera VM prolongada. La posibili-
dad de predecir la duracion de la VM facilita la realizacion
de estrategias de destete, jugando un papel relevante la
traqueostomia.

Se sabe que la localizacion y el grado de la lesion afecta
tanto al inicio de la VM como al éxito en el destete del res-
pirador. Dentro de los factores de mas riesgo encontramos
las lesiones por encima de C5 y un ASIA A. Recientemente
se ha comprobado que también son predictores importantes
un indice motor <10 y la presencia de complicaciones respi-
ratorias. También influye en la duracion de la VM: edad (> 45
anos), enfermedades pulmonares concomitantes, historia de
tabaquismo, bajo nivel de consciencia (GCS <9), comorbili-
dad e Injury Severity Score>16°""". En pacientes con LM
aguda ingresados en UCI el fracaso renal agudo se asocia
con una mayor duracion de la VM'2.

En el destete del respirador tendremos en cuenta la fisio-
patologia respiratoria de la LM, el nivel de la lesion y el
grado de funcion respiratoria en el momento en que se
inicia. La funcion respiratoria se evalla con gasometria arte-
rial/capnografia y espirometria. Uno de los indicadores mas
importantes es la eficacia de la tos (flujo>2,71s o presion
inspiratoria maxima —20cmH,0). Ademas, valoraremos la
funcion diafragmatica mediante ultrasonido, si es posible.
Antes del inicio del destete el paciente debe encontrarse
con signos vitales estables'.

Los enfoques de destete en el momento actual son la reti-
rada progresiva del respirador mediante tubo-T o la presion
de soporte. Al compararlas entre si se pone de manifiesto
que el tubo-T reduce el tiempo de VM, al conseguir un
incremento progresivo de la fuerza muscular. Independien-
temente de la modalidad de destete, la retirada de la VM
en pacientes tetrapléjicos es lenta. Se considera exitosa
cuando el paciente tolera 48h sin asistencia respiratoria.
Aunque la modalidad de destete mas utilizada es el tubo-T,
se ha propuesto el uso de la VM no invasiva. En estos pacien-
tes la modalidad mas ventajosa es la BPAP, ya que evita el
colapso de los alvéolos al proporcionar una PEEP minima.
Son necesarios estudios que apoyen su uso en pacientes
medulares, pudiendo considerarse en el momento actual en
pacientes muy seleccionados'.

Papel de la traqueostomia

La traqueostomia es un procedimiento comin en pacientes
con LM aguda traumatica. Forma parte de una terapia efi-
caz de los pacientes en que se prevé una VM prolongada
al facilitar el destete. Los principales factores de riesgo de
necesidad de traqueostomia son: el nivel medular cervical al
ingreso y un indice motor <10'"'>. Como factores contribu-
yentes estan la alteracion del nivel de consciencia al ingreso
(GCS <9), un Injury Severity Score > 16 y lesiones toracicas
asociadas'®.

En estos pacientes la realizacion de la traqueostomia
debe ser precoz, en los primeros 7 dias, ya que ofrece cla-
ras ventajas al facilitar el manejo respiratorio y disminuir las
complicaciones'’. El momento 6ptimo de realizacion, en el
caso de que el paciente requiera una fijacion cervical espinal
anterior, esta por determinar’®.

Hasta hace unos afos la traqueostomia quirirgica era
de eleccién en estos pacientes, contraindicandose la per-
cutanea. En el momento actual queda suficientemente
demostrado que la traqueostomia percutanea es una téc-
nica segura en la UCI en pacientes con lesion de columna
cervical sin realizar extension del cuello. Existen diferentes
técnicas de traqueostomia percutanea (Ciaglia, Griggs, Fan-
toni, Frova, mediante baldn), y aunque se necesitan estudios
en pacientes con LM que comparen las diferentes técnicas en
términos de seguridad y eficacia para establecer el método
ideal, la de mayor aceptacion en el momento actual es la
técnica de un Unico dilatador (Ciaglia Blue Rhino). La técnica
mediante dilatacion percutanea es mas rapida, minimiza las
lesiones en las estructuras adyacentes del cuello y se des-
criben menos infecciones tardias de estoma. Esto es una
ventaja importante en pacientes a los que se realiza una
fijacion de la columna vertebral por via anterior'®2°,

Valoracion quirdrgica

Las lesiones traumaticas de columna con compromiso neu-
rolégico suponen en su mayoria fracturas o luxaciones
vertebrales que, teniendo en cuenta la lesion de las estruc-
turas neurales, deben ser consideradas y tratadas como
inestables para evitar un mayor dafo neuroldgico. Deben lle-
varse a cabo las medidas de inmovilizacion adecuadas para
asegurar la alineacion de la lesion dsea y reposo absoluto
en cama hasta su tratamiento definitivo, en que se segui-
ran los criterios pertinentes seglin la region afectada de la
columna.

Los criterios en el tratamiento no han sido siempre
uniformes, dada la falta de clasificaciones universalmente
aceptadas. En dichos criterios van a intervenir varios facto-
res, como el nivel de la fractura, su morfologia, la alineacion
de los segmentos afectados, la afectacion neuroldgica y la
estabilidad esperada®’. El abordaje de la regién occipitoat-
loaxoidea constituye un capitulo aparte, por su complejidad
y las diversas opciones posibles, interviniendo también la
experiencia del equipo. Martin-Ferrer?? publicé una revisidn
con resultados propios, de gran utilidad.

El abordaje de la regidon occipitoatloaxoidea debe ser
considerado por un equipo experimentado, dada la com-
plejidad de la técnica quirdrgica, existiendo criterios de
tratamiento especificos para cada tipo de lesion, segln
afecte a atlas, axis y sus interrelaciones, junto con la
articulacion occipital. Su descripcion excede el objeto de
este capitulo, por lo que deben consultarse las revisiones
existentes de esta afeccion??23,

A nivel de la columna subaxial se han desarrollado clasi-
ficaciones seglin la biomecanica de las lesiones, que a su vez
han sido revisadas hasta la actualidad. A partir de las clasi-
ficaciones mecanicistas -y publicadas antes de la expansion
de las pruebas digitales de imagen actuales— de Holdsworth,
Allen et al.?*, Harris, y White y Punjabi, los sistemas Sub-
axial Injury Classification® y Cervical Spine Injury Severity
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Tabla 1  Subaxial Injury Classification

Subaxial Injury Classification Puntuacion

Morfologia
Sin alteracion 0
Compresion 1
Estallido
Distraccion (hiperextension, 3
acabalgamiento de facetas)
Rotacion/traslacion (luxacion 4
facetaria, tear-drop o
flexion-compresion)

Complejo discoligamentoso
Intacto 0
Indeterminado (apertura 1
interespinosa, cambios aislados en
RM)
Disrupcion (apertura del espacio 2
discal, luxacion facetaria)

Estado neuroldgico
Intacto
Lesion radicular
Lesion medular completa
Lesion medular incompleta
Imagen de compresion medular con +1=1
déficit neuroldgico

W N = O

Tomada de Vaccaro et al.?>.

Score® proporcionan una guia fiable para valorar la inesta-
bilidad de las fracturas y, por consiguiente, su tratamiento.
La Subaxial Injury Classification tiene una importante corre-
lacion con la clinica; identifica 3 caracteristicas mayores a
considerar: la morfologia de la lesion, el estado del complejo
discoligamentoso y la presencia o no de clinica neuroldgica.
A partir de los puntos obtenidos en cuanto a la severidad
de las mismas, se recomienda una opcion de tratamiento
definitivo?"2¢ (tabla 1). También ha existido controversia
sobre la via de abordaje y la estabilizacion de las fracturas
y las luxaciones cervicales. La via anterior tiene la ven-
taja de un menor dano tisular y sangrado, la facilidad de
acceso al complejo cuerpo vertebral-disco lesionado, con
posibilidad de descompresion del canal?, y la fijacion inter-
somatica fiable en lesiones circunscritas a uno o 2 segmentos
vertebrales?®. La via posterior permite la liberacién de frag-
mentos de los arcos neurales, la posibilidad de reducir las
apofisis articulares posteriores y la estabilizacion segura con
tornillos pediculares?’. Sin embargo, suele tener mas riesgo
de complicaciones de la herida quirlrgica y, en caso de
protrusion o herniacion discal, seria obligado realizar una
descompresion por via anterior previa a la reduccion. Depen-
diendo de la experiencia del equipo, los resultados en la
actualidad pueden considerarse superponibles.

En el estudio de las lesiones de la columna toracolumbar
también se utilizaron clasificaciones basadas en criterios de
inestabilidad segln la teoria de las 3 columnas de Denis y
McAfee?. Asi, las clasificaciones mas utilizadas provienen
de la propuesta de Magerl et al.>°, con posteriores revisiones
para su aplicacidn clinica. Aebi?® describe esta clasificacion
distinguiendo 3 tipos de lesiones segln las estructuras

afectadas y su mecanismo de produccion. En su tratamiento
y abordaje también se han producido cambios a lo largo de
las diferentes épocas. Hasta la década de los 90, el foco
de interés se centraba en las técnicas de estabilizacion
posterior. En las ultimas 2 décadas se han desarrollado las
técnicas de abordaje anterior y combinadas®'?2. Una revi-
sion de 733 pacientes realizada por un grupo multicéntrico
aleman® describe los resultados y las complicaciones de las
distintas técnicas, con resultados de correccion de la defor-
midad mayor en las vias anteriores, pero sin diferencias en
la evolucion neuroldgica, y un porcentaje de complicaciones
periquirtrgicas global del 15%. Sin embargo, la compresion
del canal per se no es un criterio de tratamiento quirurgico,
tal como se ha discutido en diversas revisiones**.

En sintesis, en la valoracion quirdrgica de las lesiones
de columna concurren varios factores, deben seguirse unos
criterios actualizados, y el tipo de intervencion va a depen-
der de la experiencia del equipo quirtrgico. En general, el
tratamiento quirtrgico correcto conlleva una combinacion
de descompresion medular con correccién de la deformi-
dad, reduccion de la fractura y fusion, para proporcionar la
estabilidad vertebral a largo plazo.

¢Cuando realizar el tratamiento quirurgico?

El tratamiento quirdrgico actual de la LM traumatica implica
descompresion y estabilizacion. Sin embargo, no existe
acuerdo respecto al momento en el que se debe realizar el
tratamiento quirdrgico. Asi, mientras algunos propugnan la
descompresion quirurgica precoz para minimizar el tiempo
de compresion de la médula espinal, todavia no se ha esta-
blecido el momento dptimo de la descompresion, al menos
de forma prospectiva y aleatorizada.

La evidencia de estudios experimentales indica que
la compresion medular prolongada después de una LM
traumatica exacerba la lesion secundaria y se relaciona
inversamente con la recuperacién neuroldgica®. Esto apoya-
ria la teoria de que la cirugia descompresiva después de una
LM traumatica atenua los mecanismos de lesion secundaria
y mejora los resultados neuroldgicos®.

Las tesis repetidas a favor de la descompresion precoz
podrian incluir la disminucion de las lesiones secundarias, la
disminucion de la estancia hospitalaria y en la UCI, ademas
de una disminucion de las complicaciones médicas y de la
comorbilidad. Los argumentos en contra de la descompre-
sion precoz serian el riesgo de deterioro neuroldgico y las
complicaciones relacionadas con la intervencién quirtrgica
urgente®,

En una revision sistematica reciente, El Tecle et al. ana-
lizaron la literatura con el fin de determinar el momento
ideal para el tratamiento quirdrgico. Tanto en estudios expe-
rimentales como clinicos encontraron una gran variabilidad
en la definicion de descompresion precoz frente a tardia (un
minuto y 8 h en los experimentales y menos de 24y 72h en
los clinicos). Los datos de estudios experimentales estan a
favor de la descompresion precoz, pero desde el punto de
vista clinico hay poca evidencia que demuestre la viabilidad
y seguridad de esta. Ademas, no hay evidencia definitiva de
mejores resultados en alguno de los 2 grupos. Los resultados
de los estudios clinicos fueron variables. Asi, algunos demos-
traron mejoria en los pacientes sometidos a descompresion



310

M. Mourelo Farina et al.

precoz (estos habitualmente definieron la descompresion
precoz la realizada en<24h) y otros comprobaron que
la cirugia precoz aumenta la mortalidad y el deterioro
neuroldgico®®. Todos los estudios clinicos fueron retrospec-
tivos, excepto el Surgical Timing in Acute Spinal Cord Injury
Study®” en 2012 y el de Jug et al. en 2015. En este ultimo,
los resultados neurologicos de 22 pacientes con LM trau-
matica cervical sometidos a descompresion precoz y fusion
instrumentada antes de las 8h fueron superiores a los de
20 pacientes intervenidos entre 8-24h*. El Surgical Timing
in Acute Spinal Cord Injury Study es un ensayo clinico de
cohorte multicéntrico, prospectivo, realizado en 6 centros
de Norteamérica en personas con LMT cervical con una edad
entre 16 y 80 anos, GCS > 13, grado ASIA inicial A-D, compre-
sion medular cervical confirmada por RM o mielo-TAC, nivel
neurologico de lesion entre C2 y T1 y capaces de dar su
consentimiento informado. Se excluyeron los pacientes con
deterioro cognitivo, lesiones cervicales penetrantes, enfer-
medades neurologicas previas, lesiones vitales que impi-
diesen la descompresion precoz, llegada al centro>24hy
cirugia > 7 dias después de la LM. De 470 pacientes, 313 cum-
plieron los criterios del estudio; de ellos, 182 fueron opera-
dos en<24h y constituyeron la cohorte de cirugia precoz y
131 fueron operados con > 24 h de evolucion y constituyeron
la cohorte de cirugia tardia. Ambos grupos fueron seguidos
prospectivamente durante 6 meses poslesion. Las medidas
de resultados fueron un cambio ordinal en el grado ASIA, tasa
de complicaciones y mortalidad. La conclusion fue que la
descompresion precoz (<24h) en la LM traumatica cervical
puede realizarse de forma segura y esta asociada con mejo-
res resultados neurologicos (el 19,8% de los pacientes inter-
venidos precozmente mejoro6 al menos 2 grados en la escala
ASIA frente al 8,8% de los intervenidos mas tardiamente)?’.

En definitiva, aunque no hay evidencia suficiente de que
la descompresion precoz conlleve mejores resultados neu-
rologicos tras una LM traumatica, si que parece demostrado
que puede ser viable y clinicamente segura. Dado que en la
LM traumatica es una prioridad maximizar las posibilidades y
el grado de recuperacidén®, actualmente se deberia abogar
por realizar tratamiento quirirgico precoz (descompresion
y fusién instrumentada) en funcion de la viabilidad y la dis-
ponibilidad de equipos quirlirgicos expertos en cada centro
hospitalario.

Dolor y ansiedad

El paciente con LM aguda tiene requerimientos de analgesia
y sedacion durante su asistencia en la UCI o el centro de
trauma, que se pueden considerar comunes a otros pacientes
politraumatizados, pero con consideraciones particulares en
su evolucion y tratamiento.

El dolor que puede presentar el paciente con LM aguda
tiene diversos origenes y caracteristicas, y dependiendo de
estos, evolucion y prondstico. Su incidencia es muy variable
segun las series, pudiendo oscilar entre el 26 y el 96%°.

La International Association for the Study of Pain pro-
pone en su revision mas reciente 3 tipos principales de dolor
asociado a la LM: nociceptivo, neuropatico y un grupo como
cajon de sastre*’#? (tabla 2). El dolor nociceptivo suele des-
cribirse como sordo, fijo y continuo, que empeora con el
movimiento, mejora con el reposo y se localiza en zonas con
sensibilidad conservada. El dolor neuropatico se divide con

Tabla 2 Clasificacion del dolor relacionado con la lesion
medular (International Spinal Cord Injury Pain)

Escalon 1 Escalon 2 Escalon 3
Dolor nociceptivo Musculoesquelético Ejemplos:
Visceral Asociado a
Otro espasmos
Estrenimiento
Ulcera por
decubito
Dolor neuropatico Dolor

relacionado con
LM
A nivel de la LM
Por debajo de la
LM

Siringomielia
Cauda equina
Dolor

Otro dolor
neuropatico

postoracotomia
Sindrome del
tanel carpiano
Otro tipo de dolor

Causas

desconocidas

Adaptada y traducida de Finnerup“', 2013.

respecto a la localizacion en «por arriba» (actualmente este
tipo no se considera propio de la LM), «a la misma altura»
o «por debajo» del nivel de lesion neuroldgica. Se describe
como quemazon, presion, pinchazos, picor o corriente eléc-
trica, puede tener asociadas alodinia o hiperalgesia y se
localiza en regiones con sensibilidad alterada®.

El dolor agudo proveniente de las estructuras osteoar-
ticulares lesionadas puede considerarse como nociceptivo
en la clasificacion International Association for the Study
of Pain, y va a tener unas caracteristicas comunes al de
otros pacientes traumatizados; como tal va a aumentar con
la movilizacion y sera dependiente de los vectores de fuerzas
aplicadas sobre el foco de la fractura.

Las estructuras neurales lesionadas son origen del lla-
mado dolor neuropatico. En su fisiopatologia se implican
cambios anatéomicos en las estructuras nerviosas, procesos
inflamatorios, hiperexcitabilidad neuronal -que activa la
transmision en las vias dolorosas- y activacion simpatica®.
Este tipo de dolor puede clasificarse en 2 categorias: a la
altura de la lesion y por debajo de la lesion. En el primero,
cambios localizados en las neuronas del asta posterior de
la médula generan impulsos transmitidos hacia las vias del
dolor. Asimismo, la lesidn o compresion de raices también
puede generar dolor lancinante, de distribucion radicular o
metamérica. En la fase aguda se encuentra con mayor fre-
cuencia este dolor -a nivel de la lesién-, que puede persistir
en el tiempo y cronificarse, siendo caracteristica su apari-
cioén en las primeras semanas**. Por ello es importante su
diagnostico, asegurar la estabilizacion precoz de la fractura
y valorar la necesidad de descompresion radicular.

Finalmente, el dolor neuropatico infralesional es de
aparicién mas tardia, pero puede generarse en cualquier
momento durante el primer afo de la LM*.

Asi, en la estrategia de tratamiento del dolor de la fase
aguda de LM, debe realizarse una valoracion del tipo de
dolor que presenta el paciente durante su evolucion desde
el ingreso.
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El dolor nociceptivo debe responder a protocolos habi-
tuales: paracetamol, opioides y antiinflamatorios*.

En el tratamiento del dolor neuropatico, si bien existen
pocas referencias sobre su inicio en la fase aguda, se han
empleado dentro del arsenal farmacoldgico anticonvulsivan-
tes, antidepresivos triciclicos, bloqueantes de los canales
de sodio y opioides, entre otros*. Seglin las recomendacio-
nes de la International Association for the Study of Pain
y revisiones relacionadas, la pregabalina®® se sitia como
primera linea -siendo el Unico farmaco reconocido para el
tratamiento del dolor neuropatico de la LM*-, asociandose
a tramadol*’, antidepresivos triciclicos e inhibidores de la
recaptacion de serotonina -duloxetina®® como estrategia
a largo plazo-, y los opioides® como analgesia mayor en
fase aguda, con la recomendacion de intentar limitar en el
tiempo la administracion de estos.

Asi, es frecuente en la practica clinica habitual encon-
trar la asociacion de paracetamol, opioides -morfina- y
gabapentina®?, recomendandose actualmente en lugar de
esta la pregabalina, llegando a precisar dosis altas (> 300 mg
al dia) al cabo de varias semanas de tratamiento.

La ansiedad en el paciente politraumatizado es un factor
conocido que puede requerir sedacion para asegurar el bien-
estar y la seguridad del paciente, a la vez que posibilita una
evaluacion neurologica frecuente. La situacion del paciente
con LMA supone una crisis en que se solapan el dolor, la pri-
vacidn sensorial, la confusion, la ansiedad y el rechazo®.
Asi, es necesario un apoyo psicoldgico, la comunicacion con
el paciente y el tratamiento de los sintomas agudos.

Para la sedacion inicial se recomienda la administracion
de opiaceos, que aseguran una analgesia potente, junto
con benzodiazepinas -midazolam, lorazepam - y el anes-
tésico propofol®. En el paciente que no precisa intubacién
se intentara disminuir su nivel de ansiedad por medio de una
estrategia de sedacion cooperativa, con propofol, midazo-
lam, fentanilo. Sin embargo, en pacientes que precisan VM
prolongada la sedacion profunda va a ser necesaria en los
primeros dias, procurando utilizar farmacos de vida media
corta en caso de precisar evaluaciones neurologicas fre-
cuentes. La dexmedetomidina no deberia utilizarse en LM
cervicales y toracicas por su efecto simpaticolitico.

La prevalencia de dolor, ansiedad y depresion en la fase
aguda de la LM es elevada. El primero puede representar
cifras del 77%, y puede existir confluencia con depresion en
un 22 a un 35%*. La alta prevalencia de dolor interfiere
en el tratamiento inicial de rehabilitacion, y hasta un 47%
de los pacientes presentan dolor en varias localizaciones®,
que en un 30 a un 42% es calificado como moderado-severo.
Sin embargo, la intensidad del dolor no es por si misma un
factor determinante en la concurrencia de depresion en la
evolucion del lesionado medular.

La evaluacion y el tratamiento del dolor croénico en la
LM es uno de los puntos clave en el abordaje integral del
lesionado medular, y que va a afectar de forma importante
a su calidad de vida futura®.

Prevencion secundaria

Tras la LM, la funcion respiratoria y cardiaca requiere espe-
cial atencion. Sin embargo, todos los sistemas del organismo
se ven afectados y la prevencion y el diagndstico precoz de

las complicaciones derivadas forman parte del tratamiento
integral de estos pacientes.

Enfermedad tromboembodlica venosa

Los pacientes con LM aguda tienen un mayor riesgo de
enfermedad tromboembdlica venosa comparado con otros
pacientes con trauma severo®. Esto se debe a la presen-
cia simultanea de estasis venosa, un estado transitorio de
hipercoagulabilidad y lesion de la intima. Utilizando test
de cribado la trombosis venosa profunda silente se podria
detectar en hasta un 62% de los pacientes®. La genera-
lizacion en el uso de tromboprofilaxis se postula como la
responsable de la disminucion de las muertes por tromboem-
bolismo pulmonar (de un 8,5% en los anos 1983-1985 a un
3,3% en 2014)%8,

La enfermedad tromboembdlica venosa es mas frecuente
en pacientes con paraplejia, lesiones completas ASIA A,
fractura concomitante en las extremidades inferiores, fase
aguda de la lesion (mas frecuente en los 3 primeros meses),
sin profilaxis o retraso en su inicio, tromboembolismo previo
y trombofilia®®>8.

La ecografia doppler, la pletismografia por impe-
dancia y la flebografia son los métodos diagnosticos
recomendados®®°. El diagnéstico clinico es poco fiable; el
65% de las trombosis venosas profundas pueden no presentar
signos clinicos evidentes®'. De forma similar, la determina-
cion de dimeros-D en la fase aguda de la LM no es util y no se
recomienda; puede tener un papel de cribado en la fase de
rehabilitacion, ya que su valor predictivo negativo es alto®?.
La flebografia ha sido considerada el mejor test diagnostico,
pero es un método invasivo y no exento de complicaciones.
La ecografia doppler se puede realizar a pie de cama, es
menos invasiva y mas barata que la flebografia, por lo que
es el método mas recomendado actualmente para el diag-
nostico de trombosis venosa profunda en pacientes con LM.
Si la ecografia doppler es negativa y la sospecha clinica alta,
se realizara flebografia.

La profilaxis es obligatoria y debe iniciarse, si no esta
contraindicada, en las primeras 72h tras la LM60.63,
Se recomienda la utilizacion de heparinas de bajo peso
molecular durante 8-12 semanas®®-¢%%3, Movilizaciones de
los miembros inferiores y métodos mecanicos como dis-
positivos de compresion secuencial o medias elasticas se
pueden utilizar junto con las heparinas de bajo peso
molecular®® 163,64 | os filtros en la vena cava inferior no se
recomiendan como medida profilactica rutinaria®®°°.

Alteracion gastrointestinal

La disfuncion del sistema gastrointestinal es una consecuen-
cia comUn de la LM. La gastroparesia y el ileo paralitico des-
arrollados en las primeras 24-48 h se deben a la pérdida de la
actividad simpatica y parasimpatica durante la fase de shock
espinal, y generalmente se resuelve en 2-3 dias. Cursa con
distension abdominal que puede empeorar la funcién respi-
ratoria en pacientes con LM cervical o toracica alta. El trata-
miento consiste en mantener al paciente en dieta absoluta
y en la colocacion de una sonda nasogastrica abierta hasta
que retorne la actividad intestinal®. La utilizacion de meto-
clopramida, neostigmina o eritromicina puede ser efectiva.
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La disfagia, con el consiguiente riesgo de aspiracion, esta
presente en el 16-41% de los pacientes con tetraplejia®.
Son factores de riesgo la presencia de traqueostomia, orte-
sis cervicales, cirugia cervical anterior y TCE concomitante,
entre otros. Se debe realizar una evaluacion de la deglucion
antes del inicio de la alimentacion oral.

El abdomen agudo, aunque poco frecuente, es dificil de
detectar en los pacientes con LM. Signos como dolor, rigidez
o defensa abdominal suelen estar ausentes, fundamental-
mente en LM altas. La hemorragia y la perforacion intestinal,
la colecistitis y la pancreatitis son causas frecuentes®®-¢8,
La LM, en particular la cervical, confiere un alto riesgo de
Ulceras de estrés®. Se recomienda inicio precoz de soporte
nutricional y profilaxis con bloqueantes H;, o inhibidores de
la bomba de protones durante 4 semanas®*¢. Su uso pro-
longado puede incrementar el riesgo de infeccion intestinal
por Clostridium difficile. La colelitiasis es mas frecuente
en pacientes con LM que en la poblacién general’’; se pos-
tula que la alteracion de la inervacion simpatica ocasiona
un deterioro de la motilidad de la vesicula, llevando a esta-
sis de la bilis y formacion de calculos. La pancreatitis pude
ser una condicion infradiagnosticada en los pacientes con
LM aguda. En un estudio de Pirolla et al. de 78 pacien-
tes con LM aguda, la pancreatitis fue diagnosticada en el
11,5%, y una elevacion en sangre de enzimas pancreaticas
se detecto en el 37,1%, en mas de dos tercios se acompana
de ileo adinamico® . La colecistitis y la pancreatitis deben
incluirse en el diagndstico diferencial del abdomen agudo
en pacientes con LM.

El sindrome de la arteria mesentérica superior es poco
frecuente, pero caracteristico de la LM. Se manifiesta por
distension abdominal, dolor y vomitos recurrentes tras las
comidas’".

Tan pronto como el paciente inicie alimentacion enteral,
se debe establecer un programa intestinal para conseguir
evacuaciones periodicas. Generalmente incluye una combi-
nacion de laxantes orales y rectales.

Sistema urinario

En el periodo inmediato después de la LM se pierde la
actividad refleja del tracto urinario. Se produce reten-
cion urinaria, incluso en pacientes incompletos. La oliguria,
posiblemente como resultado de la formacién del tercer
espacio, es frecuente en la fase precoz. La colocacion de una
sonda transuretral desde el inicio permite evitar la sobre-
distension vesical y monitorizar la diuresis. Si el sondaje
transuretral esta contraindicado (trauma uretral), se colo-
cara un catéter suprapubico.

Puede aparecer priapismo inmediatamente o de forma
precoz tras la LM y es indicativo de LM completa. Se carac-
teriza por ser de alto flujo(no isquémico) y se resuelve en
pocas horas sin tratamiento especifico; raramente requiere
consulta urologica’.

En nuestra experiencia se desarrolla rabdomiolisis
(CPK>500UI/L) en el 51,5% de los pacientes con LM aguda
que requieren ingreso en la UCI en las primeras 48 h tras la
lesion. Aunque su pronostico es bueno y no influye direc-
tamente en la mortalidad y la estancia media, es una
variable a tener en cuenta para establecer un tratamiento
correcto’:.

El programa de reeducacion vesical también se debe
iniciar durante la fase aguda, aunque no tiene la misma
urgencia que el programa intestinal. El vaciado vesical
mediante sondajes intermitentes (inicialmente cada 4-6h)
se asocia con menos complicaciones que la sonda per-
manente. Requiere ajuste de liquidos para mantener una
diuresis inferior a 100 ml/h, para que el volumen de los son-
dajes se mantenga en torno a 400 ml y evitar la distension
vesical’*. Es necesario que el paciente esté hemodina-
micamente estable, con adecuada fluidificacion de las
secreciones respiratorias y, en general, que no precise
aporte de liquidos intravenosos.

Nutricién

Tras la LM se produce una pérdida acelerada de nitro-
geno con balance de nitrogeno negativo que se relaciona
con la paralisis flacida y atrofia muscular por denervacion
por debajo de la lesion’. Esta pérdida es mayor cuanto
mas grave es la LM (tetraplejia, paraplejia alta y lesiones
ASIA A) y se prolonga durante 2-4 semanas a pesar de soporte
nutricional. El gasto energético en reposo es mas bajo que
el estimado, e intentar corregir la pérdida de nitrogeno
incrementando el aporte calorico puede llevar a una sobre-
alimentacion. La calorimetria indirecta es el método mas
fiable para medir el gasto energético y calcular las necesi-
dades caldricas del paciente con LM®37¢, Los niveles séricos
bajos de proteinas y la malnutricion se asocian con una
mayor mortalidad”’.

La recomendacion es iniciar la alimentacion en las pri-
meras 72 h, aunque en un estudio piloto de Dvorak et al. en
2004 no se encontraron diferencias en el estado nutricional,
la incidencia de infeccion, el tiempo de VM y la estancia
media entre pacientes con inicio de alimentacion precoz
(<72h) frente a tardia (> 120 h)’8.

No hay estudios en humanos sobre la influencia de las
cifras de glucosa en el prondstico de pacientes con LM
aguda. Su influencia en otras poblaciones neurocriticas esta
actualmente en debate. En una revision sistematica, Kra-
mer et al. concluyen que el control estricto de la glucemia
no parece influir en la mortalidad de los pacientes neuro-
criticos; incluso niveles en rango muy bajo se asociaron con
un peor prondstico neuroldgico, siendo mas apropiado cifras
intermedias’’.

Ulceras por presion

Las Ulceras por presion son prevenibles y las estrategias de
prevencion deben iniciarse en el momento del ingreso y con-
tinuar a lo largo de toda la hospitalizacion. Se desarrollan en
zonas de prominencias 6seas como resultado de la presion
por las superficies de soporte. Factores que contribuyen a
su desarrollo en los primeros dias son la pérdida de sensibili-
dad, lainmovilidad, el traumatismo craneal y los dispositivos
de inmovilizacion de columna, como compas de traccion cra-
neal, collarines y tablas; también los yesos y férulas en caso
de lesiones asociadas en las extremidades. Cualquier zona
de prominencia dsea esta en riesgo, especialmente occipu-
cio, escapulas, sacro y cdccix, tobillos y talones; también
el mentodn, las orejas y las claviculas en los pacientes con
collarines.
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El paciente debe ser liberado de los dispositivos de inmo-
vilizacién espinal a su llegada al Servicio de Urgencias. En
ocasiones se mantienen en la tabla durante largos periodos
de tiempo, hasta completar los estudios radiologicos, con
el consiguiente riesgo de desarrollo de lesiones subdérmicas
que pueden aparecer a partir de la primera hora de presion
mantenida®.

La presencia de lesiones traumaticas en la columna obliga
a la inmovilizacion en cama y la utilizacion de compas
o collarin hasta que se realiza un tratamiento quirtrgico
definitivo. La colocacion de bloques de almohadas para la
liberacion de las zonas de riesgo (talones, sacro, escapu-
las) y los cambios de posicion del paciente cada 2-3h son
medidas preventivas esenciales. Si se dispone de camas
especiales que permiten cambios de posicion sin mover al
paciente, facilitan la tarea y proporcionan menos movilidad
a la columna. En cada reposicion se debe inspeccionar la
piel para detectar precozmente el desarrollo de lesiones.
Igualmente, se debe realizar revision y limpieza diaria de
las zonas de insercion de los pines (traccion craneal, halo) y
de la piel debajo de los collarines. Se recomienda también
la valoracion periodica del estado nutricional®.

Conflicto de intereses

No hay conflicto de intereses por parte de ninguno de los
autores.

Bibliografia

1. Roth EJ, Nussbaum SB, Berkowitz M, Primack S, Oken J, Pow-
ley S, et al. Pulmonary function testing in spinal cord injury:
Correlation with vital capacity. Paraplegia. 1995;33:454-7.

2. Claxton AR, Wong DT, Chung F, Fehlings MG. Predictors of hos-
pital mortality and mechanical ventilation in patients with
cervical spinal cord injury. Can J Anaesth. 1998;45:144-9.

3. Velmahos GC, Toutouzas K, Chan L, Tillou A, Rhee P, Murray J,
et al. Intubation after cervical spinal cord injury: To be done
selectively or routinely? Am Surg. 2003;69:891-4.

4, Biering-Segrensen F, Krassioukov A, Alexander MS, Donovan
W, Karlsson AK, Mueller G, et al. International spinal cord
injury pulmonary function basic data set. Spinal Cord.
2012;50:418-21.

5. Huang YH, Ou CY. Magnetic resonance imaging predictors for
respiratory failure after cervical spinal cord injury. Clin Neurol
Neurosurg. 2014;126:30-4.

6. Jaber S, Petrof BJ, Jung B, Chanques G, Berthet JP, Rabuel C,
et al. Rapidly progressive diaphragmatic weakness and injury
during mechanical ventilation in humans. Am J Respir Crit Care
Med. 2011;183:364-71.

7. Fenton JJ, Warner ML, Lammertse D, Charlifue S, Martinez L,
Dannels-McClure A, et al. A comparison of high vs standard tidal
volumes in ventilator weaning for individuals with sub-acute
spinal cord injuries: A site-specific randomized clinical trial.
Spinal Cord. 2016;54:234-8.

8. Salman D, Finney SJ, Griffiths MJ. Strategies to reduce
ventilator-associated lung injury (VALI). Burns. 2013;39:200-11.

9. Como JJ, Sutton ER, McCunn M, Dutton RP, Johnson SB, Aarabi
B, et al. Characterizing the need for mechanical ventilation
following cervical spinal cord injury with neurologic deficit. J
Trauma. 2005;59:912-6, discussion 916.

10. McMichan JC, Michel L, Westbrook PR. Pulmonary dysfunction
following traumatic quadriplegia. Recognition, prevention, and
treatment. JAMA. 1980;243:528-31.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

. Menaker J, Kufera JA, Glaser J, Stein DM, Scalea TM. Admis-

sion ASIA motor score predicting the need for tracheostomy
after cervical spinal cord injury. J Trauma Acute Care Surg.
2013;75:629-34.

. Yu WK, Ko HK, Ho LI, Wang JH, Kou YR. Synergistic impact of

acute kidney injury and high level of cervical spinal cord injury
on the weaning outcome of patients with acute traumatic cer-
vical spinal cord injury. Injury. 2015;46:1317-23.

. Chiodo AE, Scelza W, Forchheimer M. Predictors of ventilator

weaning in individuals with high cervical spinal cord injury. J
Spinal Cord Med. 2008;31:72-7.

. Galeiras Vazquez R, Rascado Sedes P, Mourelo Farifa M,

Montoto Marqués A, Ferreiro Velasco ME. Respiratory manage-
ment in the patient with spinal cord injury. Biomed Res Int.
2013;2013:168757.

. Branco BC, Plurad D, Green DJ, Inaba K, Lam L, Cestero R, et al.

Incidence and clinical predictors for tracheostomy after cervi-
cal spinal cord injury: A National Trauma Databank review. J
Trauma. 2011;70:111-5.

. Jones TS, Burlew CC, Johnson JL, Jones E, Kornblith LZ, Biffl

WL, et al. Predictors of the necessity for early tracheostomy
in patients with acute cervical spinal cord injury: A 15-year
experience. Am J Surg. 2015;209:363-8.

. Leelapattana P, Fleming JC, Gurr KR, Bailey SI, Parry N, Bailey

CS. Predicting the need for tracheostomy in patients with cervi-
cal spinal cord injury. J Trauma Acute Care Surg. 2012;73:880-4.

. Binder H, Lang N, Tiefenboeck TM, Bukaty A, Hajdu S, Sarah-

rudi K. Tracheostomy following anterior cervical spine fusion in
trauma patients. Int Orthop. 2016;40:1157-62.

. Sustic A, Krstulovi¢ B, Eskinja N, Zeli¢ M, Ledi¢ D, Turina

D. Surgical tracheostomy versus percutaneous dilational tra-
cheostomy in patients with anterior cervical spine fixation:
Preliminary report. Spine (Phila Pa 1976). 2002;27:1942-5, dis-
cussion 1945.

Putensen C, Theuerkauf N, Guenther U, Vargas M, Pelosi P.
Percutaneous and surgical tracheostomy in critically ill adult
patients: A meta-analysis. Crit Care. 2014;18:544.

Patel AA, Hurlbert RJ, Bono CM, Bessey JT, Yang N, Vaccaro
AR. Classification and surgical decision making in acute suba-
xial cervical spine trauma. Spine (Phila Pa 1976). 2010;35 21
Suppl:S228-34.

Martin-Ferrer S. [High cervical spine injuries: Classification,
therapeutic indications, and surgical approaches: 286 consecu-
tive cases] Spanish. Neurocirugia (Astur). 2006;17:391-419.
Ryken TC, Hadley MN, Aarabi B, Dhall SS, Gelb DE, Hurlbert RJ,
et al. Management of acute combination fractures of the atlas
and axis in adults. Neurosurgery. 2013;72 Suppl 2:151-8.

Allen BL Jr, Ferguson RL, Lehmann TR, O’Brien RP. A mechanistic
classification of closed, indirect fractures and dislocations of
the lower cervical spine. Spine (Phila Pa 1976). 1982;7:1-27.
Vaccaro AR, Hulbert RJ, Patel AA, Fisher C, Dvorak M, Lehman
RA Jr, et al. The subaxial cervical spine injury classification
system: A novel approach to recognize the importance of
morphology, neurology, and integrity of the disco-ligamentous
complex. Spine (Phila Pa 1976). 2007;32:2365-74.

Dvorak MF, Fisher CG, Fehlings MG, Rampersaud YR, Oner FC,
Aarabi B, et al. The surgical approach to subaxial cervical spine
injuries: An evidence-based algorithm based on the SLIC classi-
fication system. Spine (Phila Pa 1976). 2007;32:2620-9.

Gelb DE, Aarabi B, Dhall SS, Hurlbert RJ, Rozzelle CJ, Ryken TC,
et al. Treatment of subaxial cervical spinal injuries. Neurosur-
gery. 2013;72 Suppl 2:187-94.

Woodworth RS, Molinari WJ, Brandenstein D, Gruhn W, Molinari
RW. Anterior cervical discectomy and fusion with structural allo-
graft and plates for the treatment of unstable posterior cervical
spine injuries. J Neurosurg Spine. 2009;10:93-101.

Aebi M. Classification of thoracolumbar fractures and disloca-
tions. Eur Spine J. 2010;19 Suppl 1:52-7.


http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0405
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0410
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0415
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0420
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0425
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0430
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0435
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0440
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0445
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0450
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0455
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0460
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0465
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0470
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0475
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0480
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0485
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0490
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0495
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0500
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0505
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0510
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0515
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0520
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0525
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0530
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0535
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0540
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0545

314

M. Mourelo Farina et al.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

1.

42.

43.

45.

46.

47.

48.

49.

Magerl F, Aebi M, Gertzbein SD, Harms J, Nazarian S. A compre-
hensive classification of thoracic and lumbar injuries. Eur Spine
J. 1994;3:184-201.

Oner FC, Wood KB, Smith JS, Shaffrey Cl. Therapeutic decision
making in thoracolumbar spine trauma. Spine (Phila Pa 1976).
2010;35 21 Suppl:S235-44.

Verlaan JJ, Diekerhof CH, Buskens E, van der Tweel |, Verbout
AJ, Dhert WJ, et al. Surgical treatment of traumatic fractures
of the thoracic and lumbar spine: A systematic review of the
literature on techniques, complications, and outcome. Spine
(Phila Pa 1976). 2004;29:803-14.

Reinhold M, Knop C, Beisse R, Audige L, Kandziora F, Piza-
nis A, et al. Operative treatment of 733 patients with acute
thoracolumbar spinal injuries: Comprehensive results from the
second, prospective, Internet-based multicenter study of the
Spine Study Group of the German Association of Trauma Surgery.
Eur Spine J. 2010;19:1657-76.

Charles YP, Steib JP. Management of thoracolumbar spine frac-
tures with neurologic disorder. Orthop Traumatol Surg Res.
2015;101 1 Suppl:S31-40.

Dimar JR, Glassman SD, Raque GH, Zhang YP, Shields CB. The
influence of spinal canal narrowing and timing of decompres-
sion on neurologic recovery after spinal cord contusion in a rat
model. Spine (Phila Pa 1976). 1999;24:1623-33.

El Tecle NE, Dahdaleh NS, Hitchon PW. Timing of surgery in
spinal cord injury. Spine (Phila Pa 1976). 2016;41:E995-1004.
Fehlings MG, Vaccaro A, Wilson JR, Singh A, Cadotte D.W.,
Harrop JS, et al. Early versus delayed decompression for
traumatic cervical spinal cord injury: Results of the Surgical
Timing in Acute Spinal Cord Injury Study (STASCIS). PLoS One.
2012;7:e32037.

Jug M, Kejzar N, Vesel M, Al Mawed S, Dobravec M, Herman
S, et al. Neurological recovery after traumatic cervical spinal
cord injury is superior if surgical decompression and instru-
mented fusion are performed within 8 hours versus 8 to 24
hours after injury: A single center experience. J Neurotrauma.
2015;32:1385-92.

Ropper AE, Neal MT, Theodore N. Acute management of trau-
matic cervical spinal cord injury. Pract Neurol. 2015;15:266-72.
Saulino M. Spinal cord injury pain. Phys Med Rehabil Clin N Am.
2014;25:397-410.

Finnerup NB. Pain in patients with spinal cord injury. Pain.
2013;154 Suppl 1:571-6.

Bryce TN, Biering-Sgrensen F, Finnerup NB, Cardenas DD, Defrin
R, Ivan E, et al. International Spinal Cord Injury Pain (ISCIP)
Classification: Part 2. Initial validation using vignettes. Spinal
Cord. 2012;50:404-12.

Attal N, Cruccu G, Baron R, Haanpaa M, Hansson P, Jensen TS,
et al. EFNS guidelines on the pharmacological treatment of neu-
ropathic pain: 2010 revision. Eur J Neurol. 2010;17:1113-88.

. Finnerup NB, Jensen TS. Spinal cord injury pain-Mechanisms and

treatment. Eur J Neurol. 2004;11:73-82.

Zanca JM, Dijkers MP, Hammond FM, Horn SD. Pain and its
impact on inpatient rehabilitation for acute traumatic spinal
cord injury: Analysis of observational data collected in the SCI-
Rehab study. Arch Phys Med Rehabil. 2013;94 4 Suppl:S137-44.
Zeiler FA, AlSubaie F, Zeiler K, Bernard F, Skrobik Y. Analgesia in
neurocritical care: An international survey and practice audit.
Crit Care Med. 2016;44:973-80.

Baastrup C, Finnerup NB. Pharmacological management of
neuropathic pain following spinal cord injury. CNS Drugs.
2008;22:455-75.

Cardenas DD, Nieshoff EC, Suda K, Goto S, Sanin L, Kaneko T,
et al. A randomized trial of pregabalin in patients with neuro-
pathic pain due to spinal cord injury. Neurology. 2013;80:533-9.
Norrbrink C, Lundeberg T. Tramadol in neuropathic pain after
spinal cord injury: A randomized, double-blind, placebo-
controlled trial. Clin J Pain. 2009;25:177-84.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

Vranken JH, Hollmann MW, van der Vegt MH, Kruis MR, Hee-
sen M, Vos K, et al. Duloxetine in patients with central
neuropathic pain caused by spinal cord injury or stroke: A rando-
mized, double-blind, placebo-controlled trial. Pain. 2011;152:
267-73.

McNicol ED, Midbari A, Eisenberg E. Opioids for neuropathic
pain. Cochrane Database Syst Rev. 2013;8. CD006146.

Barr J, Fraser GL, Puntillo K, Ely EW, Gélinas C, Dasta JF, et al.
Clinical practice guidelines for the management of pain, agita-
tion, and delirium in adult patients in the intensive care unit.
Crit Care Med. 2013;41:263-306.

North NT. The psychological effects of spinal cord injury: A
review. Spinal Cord. 1999;37:671-9.

Cuff L, Fann JR, Bombardier CH, Graves DE, Kalpakjian CZ.
Depression, pain intensity, and interference in acute spinal cord
injury. Top Spinal Cord Inj Rehabil. 2014;20:32-9.
Widerstrom-Noga E, Biering-Serensen F, Bryce TN, Cardenas
DD, Finnerup NB, Jensen MP, et al. The International Spinal
Cord Injury Pain Extended Data Set (Version 1.0). Spinal Cord.
2016;54:1036-46.

Godat LN, Kobayashi L, Chang DC, Coimbra R. Can we ever
stop worrying about venous thromboembolism after trauma? J
Trauma Acute Care Surg. 2015;78:475-80, discussion 480-1.
Matsumoto S, Suda K, limoto S, Yasui K, Komatsu M, Ushiku C,
et al. Prospective study of deep vein thrombosis in patients with
spinal cord injury not receiving anticoagulant therapy. Spinal
Cord. 2015;53:306-9.

Consortium for Spinal Cord Medicine[sede web]. Clinical pre-
vention of venous thromboembolism in individuals with spinal
cord injury: Clinical practice guideline for health care provi-
ders. Washington: Paralyzed Veterans of America; 2016. p. 1-43
[consultado Sep 2016]. Disponible en: http://www.pva.org/
atf/cf/%7BCA2AOFFB-6859-4BC1-BC96-6B57F57F0391%7D/CPG
_thrombo_fnl.pdf

Dhall SS, Hadley MN, Aarabi B, Gelb DE, Hurlbert RJ, Rozze-
lle CJ, et al. Deep venous thrombosis and thromboembolism
in patients with cervical spinal cord injuries. Neurosurgery.
2013;72 Suppl 2:244-54.

Ploumis A, Ponnappan RK, Maltenfort MG, Patel RX, Bessey JT,
Albert TJ, et al. Thromboprophylaxis in patients with acute spi-
nal injuries: An evidence-based analysis. J Bone Joint Surg Am.
2009;91:2568-76.

Aito S, Pieri A, D’Andrea M, Marcelli F, Cominelli E. Primary
prevention of deep venous thrombosis and pulmonary embo-
lism in acute spinal cord injured patients. Spinal Cord. 2002;40:
300-3.

Akman MN, Cetin N, Bayramoglu M, Isiklar I, Kilinc S. Value
of the D-dimer test in diagnosing deep vein thrombosis in
rehabilitation inpatients. Arch Phys Med Rehabil. 2004;85:
1091-4.

Consortium for Spinal Cord Medicine[sede web]. Early acute
management in adults with spinal cord injury: A clinical
practice guideline for healthcare professionals. Washington:
Paralyzed Veterans of America; 2008. p. 403-479 [consul-
tado Sep 2016]. Disponible en: https://www.ncbi.nlm.nih.
gov/pmc/articles/PMC2582434/pdf/i1079-0268-31-4-408.pdf
Kakkos SK, Caprini JA, Geroulakos G, Nicolaides AN, Stansby
GP, Reddy DJ. Combined intermittent pneumatic leg compres-
sion and pharmacological prophylaxis for prevention of venous
thromboembolism in high-risk patients. Cochrane Database Syst
Rev. 2008;4:CD005258.

Shem K, Castillo K, Wong S, Chang J. Dysphagia in individuals
with tetraplegia: Incidence and risk factors. J Spinal Cord Med.
2011;34:85-92.

Sarifakioglu B, Afsar SI, YalbuzdagF S., Ustadmer K, Ayas
S. Acute abdominal emergencies and spinal cord injury;
our experiences: A retrospective clinical study. Spinal Cord.
2014;52:697-700.


http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0550
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0555
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0560
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0565
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0570
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0575
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0580
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0585
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0590
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0595
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0600
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0605
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0610
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0615
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0620
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0625
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0630
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0635
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0640
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0645
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0650
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0655
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0660
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0665
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0670
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0675
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0680
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0685
http://www.pva.org/atf/cf/%7BCA2A0FFB-6859-4BC1-BC96-6B57F57F0391%7D/CPG_thrombo_fnl.pdf
http://www.pva.org/atf/cf/%7BCA2A0FFB-6859-4BC1-BC96-6B57F57F0391%7D/CPG_thrombo_fnl.pdf
http://www.pva.org/atf/cf/%7BCA2A0FFB-6859-4BC1-BC96-6B57F57F0391%7D/CPG_thrombo_fnl.pdf
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0695
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0700
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0705
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0710
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2582434/pdf/i1079-0268-31-4-408.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2582434/pdf/i1079-0268-31-4-408.pdf
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0720
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0725
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0730

Actualizacion en lesion medular aguda postraumatica. Parte 2

315

67.

68.

69.

70.

7.

72.

73.

Pirolla EH, de Barros Filho TE, Godoy-Santos AL, Fregni F. Asso-
ciation of acute pancreatitis or high level of serum pancreatic
enzymes in patients with acute spinal cord injury: A prospective
study. Spinal Cord. 2014;52:817-20.

Kuric J, Lucas CE, Ledgerwood AM, Kiraly A, Salciccioli GG,
Sugawa C. Nutritional support: A prophylaxis against stress blee-
ding after spinal cord injury. Paraplegia. 1989;27:140-5.
Simons RK, Hoyt DB, Winchell RJ, Holbrook T, Eastman AB.
A risk analysis of stress ulceration after trauma. J Trauma.
1995;39:289-93, discussion 293-4.

Xia CS, Han YQ, Yang XY, Hong GX. Spinal cord injury
and cholelithiasis. Hepatobiliary Pancreat Dis Int. 2004;3:
595-8.

Ohry A, Zeilig G, Shemesh Y. Acute intermittent arteriomesen-
teric occlusion of the duodenum after use of Harrington’s spinal
instrumentation: Case report. Paraplegia. 1988;26:350-4.
Todd NV. Priapism in acute spinal cord injury. Spinal Cord.
2011;49:1033-5.

Galeiras R, Mourelo M, Pértega S, Lista A, Ferreiro E, Salvador
S, et al. Rhabdomyolysis and acute kidney injury in patients
with traumatic spinal cord injury. Indian J Crit Care Med.
2016;20:504-12.

74.

75.

76.

77.

78.

79.

80.

Consortium for Spinal Cord Medicine. Bladder management for
adults with spinal cord injury: A clinical practice guideline for
health-care providers. J Spinal Cord Med. 2006;29:527-73.
Rodriguez DJ, Benzel EC, Clevenger FW. The metabolic response
to spinal cord injury. Spinal Cord. 1997;35:599-604.
Thibault-Halman G, Casha S, Singer S, Christie S. Acute mana-
gement of nutritional demands after spinal cord injury. J
Neurotrauma. 2011;28:1497-507.

Chen X, Liu Z, Sun T, Ren J, Wang X. Relationship between nutri-
tional status and mortality during the first 2 weeks following
treatment for cervical spinal cord injury. J Spinal Cord Med.
2014;37:72-8.

Dvorak MF, Noonan VK, Bélanger L, Bruun B, Wing PC, Boyd MC,
et al. Early versus late enteral feeding in patients with acute
cervical spinal cord injury: A pilot study. Spine (Phila Pa 1976).
2004;29:E175-80.

Kramer AH, Roberts DJ, Zygun DA. Optimal glycemic control
in neurocritical care patients: A systematic review and meta-
analysis. Crit Care. 2012;16:R203.

Gefen A. How much time does it take to get a pressure ulcer?
Integrated evidence from human, animal, and in vitro studies.
Ostomy Wound Manage. 2008;54:26-8, 30-5.


http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0735
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0740
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0745
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0750
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0755
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0760
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0765
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0770
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0775
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0780
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0785
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0790
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0795
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800
http://refhub.elsevier.com/S0210-5691(16)30259-5/sbref0800

	Actualización en lesión medular aguda postraumática. Parte 2
	Soporte respiratorio. Ventilación mecánica prolongada
	Ventilación mecánica prolongada
	Papel de la traqueostomía

	Valoración quirúrgica
	¿Cuándo realizar el tratamiento quirúrgico?

	Dolor y ansiedad
	Prevención secundaria
	Enfermedad tromboembólica venosa
	Alteración gastrointestinal
	Sistema urinario
	Nutrición
	Úlceras por presión

	Conflicto de intereses
	Bibliografía


