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RESUMEN

La combinacién inmunosupresora més utilizada en trasplante renal de novo incluye un inhi-
bidor de calcineurina (IC), tacrolimus, un derivado del dcido micofendlico y esteroides. La
evidencia que sustenta esta practica se basa en el ensayo clinico Symphony, de evolucién
controlada durante un ano, en el que no existia ninglin grupo comparador con IC asociado
a un inhibidor de mTOR. Diversos ensayos clinicos de alta calidad sustentan la indicacién
del uso de everolimus como inmunosupresor bésico asociado a una exposicién reducida de
un IC en pacientes que reciben un trasplante renal. Esta combinacién podria mejorar las
expectativas de resultados en salud.

Estas recomendaciones tratan de aportar la evidencia cientifica que apoya esta practica,
discuten las falsas creencias, mitos y realidades de la combinacién y concretan pautas que
permiten utilizarla con seguridad y evitar complicaciones.

© 2016 Sociedad Espaiiola de Nefrologia. Publicado por Elsevier Espana, S.L.U. Este es un
articulo Open Access bajo la licencia CC BY-NC-ND (http://creativecommons.org/licenses/
by-nc-nd/4.0/).

Recommendations for the use of everolimus in de novo kidney
transplantation: False beliefs, myths and realities

ABSTRACT

The immunosuppressive combination most commonly used in de novo kidney transplanta-
tion comprises a calcineurin inhibitor (CI), tacrolimus, a mycophenolic acid derivative and
steroids. The evidence which underlies this practice is based in the Symphony trial with
controlled follow-up of one year, in which no comparator group included the combination
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CI-mTOR inhibitor. Different high-quality clinical trials support the use of everolimus as
a standard immunosuppressive drug associated with reduced exposure of a CI in kid-
ney transplantation. This combination could improve health related outcomes in kidney
transplantation recipients.

The present recommendations constitute an attempt to summarise the scientific evidence
supporting this practice, discuss false beliefs, myths and facts, and offer specific guidelines
for safe use, avoiding complications.
© 2016 Sociedad Espaiiola de Nefrologia. Published by Elsevier Espana, S.L.U. This is an
open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/

by-nc-nd/4.0/).

¢Por qué cambiar de estrategia de
inmunosupresion de novo en trasplante renal?

Situacion actual

La combinacién inmunosupresora mas utilizada en tras-
plante renal (TR) de novo esta compuesta por un inhibidor de
calcineurina (IC), tacrolimus, un derivado del acido micofe-
nélico (micofenolato sédico o micofenolato mofetil [MMF]) y
esteroides’. Esta combinacién ha disminuido la incidencia de
rechazo agudo hasta alcanzar cifras del 12% a un afio’. No
obstante, la disminucién del rechazo agudo no se ha refle-
jado en la misma medida en una mejoria de la supervivencia
del injerto a largo plazo®. Ademaés, sigue sin resolverse la alta
incidencia de fracasos por muerte anticipada del paciente con
injerto funcionante, cuya primera causa global es la enferme-
dad cardiovascular*, seguida muy de cerca por las neoplasias
malignas, con impacto creciente®®, y por las infecciones. La
infeccién por citomegalovirus (CMV) constituye un factor sig-
nificativo de morbimortalidad en el trasplante de érganos, y
su prevencién y tratamiento requiere de una adecuada coor-
dinacién y tiene un elevado coste.

La minimizacién o supresiéon de los IC con el apoyo de
un inhibidor de mTOR (imTOR) como sirolimus o everolimus,
con mecanismo de accién complementario al de los IC, con-
sigue un efecto inmunosupresor sinérgico y no nefrotéxico
que permite la reduccién de los IC de forma temprana en
el postrasplante. Una década después de la publicacién de
una revisién del uso de everolimus en sus diversas opciones
terapéuticas’, y tras un prolongado desarrollo, un grupo de
expertos hemos plasmado en el presente documento una serie
de reflexiones y recomendaciones para el uso en TR de novo,
que nos parece la mejor forma de aprovechar todo el potencial
de este farmaco en el receptor de TR.

Los imTOR han demostrado su potencia inmunosupresora
inhibiendo la accién de los linfocitos T por su efecto antipro-
liferativo y antimigratorio mediante el bloqueo del factor de
crecimiento del endotelio vascular (VEGF), ademads disminu-
yen la aterosclerosis, lo que les confiere un perfil protector
cardiovascular y antineopldsico’ . Por tanto, ademas de sus
propiedades inmunosupresoras, los imTOR presentan una
serie de caracteristicas que los hacen atractivos para su uso
en el TR: a) capacidad para prevenir la disfuncién del injerto
renal por mecanismos mediados por la mTOR, como son la
reduccién de la hipertrofia glomerular, de citocinas proinfla-
matorias y profibréticas, o la inhibicién de la transicién de

epitelio a mesénquima; b) reduccién de la angiogénesis; c)
reduccién del crecimiento tumoral y aparicién de neoplasias
de novo; d) efectos cardioprotectores y e) reduccién de las infec-
ciones virales por el aumento de la capacidad especifica de los
linfocitos T CD8+ contra patégenos, como por ejemplo el CMV,
en el postrasplante inmediato.

JQué resuelve la combinacion IC-everolimus de novo?

Aunque la conversién temprana o tardia a un imTOR ha mos-
trado beneficios sobre el filtrado glomerular (FG), el aumento
de la tasa de rechazo agudo y la elevada incidencia de
intolerancia a los imTOR por efectos secundarios'®!'! hacen
aconsejable la busqueda de otra estrategia.

La utilizacién de un IC en minimizacién asociado a
everolimus desde el mismo momento del trasplante es
una combinacién suficientemente potente para prevenir el
rechazo, y su sinergia inmunosupresora permite disminuir
dosis de farmacos y evitar efectos secundarios.

En estudios controlados, los resultados a corto plazo de
everolimus asociado a dosis reducidas de IC son similares a
la combinacién clédsica de IC con micofenolato, pero podria
tener ventajas en diversos aspectos cruciales para la supervi-
vencia del injerto y del paciente a medio y largo plazo. Por
tanto, los responsables de algunos centros de trasplante a
nivel nacional e internacional han incorporado a sus proto-
colos de inmunosupresién inicial en TR pautas que se basan
en la combinacién de IC a dosis y exposicién reducidas con
everolimus. Las potenciales ventajas son las desarrolladas a
continuacién.

Potencia inmunosupresora y propiedades

inmunomoduladoras

La combinacién everolimus-tacrolimus en minimizacién ha
demostrado su eficacia en la prevencién del rechazo agudo,
similar a la observada con la rama de tacrolimus-MMF
del ensayo Symphony®’°"'8. De hecho, con la combinacién
imTOR-IC de novo se evita la mayor incidencia descrita de
rechazo agudo observada en conversiones tempranas o tar-
dias del IC al imTOR'®. Méas adelante se revisara la evidencia
en detalle.

Ademas de su capacidad inmunosupresora, debe consi-
derarse que los imTOR poseen un mecanismo de accién
completamente diferente al de los IC. Los imTOR bloquean
la progresién del ciclo celular del linfocito T tras su activa-
cién, promoviendo con ello un estado de anergia, incluso en
presencia de coestimulacién, con lo que inducen un estado
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de tolerancia operacional?’. Debido a ello la incorporacién
de everolimus en el régimen inmunosupresor del paciente
trasplantado renal podria favorecer mecanismos de toleran-
cia inmunolégica que conducirian a una mejora de resultados
a largo plazo.

Nefrotoxicidad y minimizacién del inhibidor de calcineurina

La combinacién de everolimus con dosis minimizada de
IC obtiene FG entre 3 y 6ml/min mayor que con exposi-
cién estdndar de IC7°7'8. Cuando se compara la asociacién
everolimus-ciclosporina con micofendlico-ciclosporina, el
imTOR permite una reduccién del IC del 60%, un mejor FG
y menor proteinuria.

Un reciente metaanalisis reporta un mayor beneficio de la
minimizacién de anticalcineurinicos cuando se realiza antes
de los 6 meses postrasplante, con mejor FG y con un menor
riesgo de pérdida del injerto’?.

Mejoria del perfil cardiovascular

La combinacién everolimus-IC mejora el perfil cardiovascular
por 2 mecanismos: 1) permite una adecuada minimizacién del
IC, con mejor control de la presién arterial y con reduccién del
numero de antihipertensivos y 2) por el efecto directo de eve-
rolimus sobre la placa de ateroma, comprobado en modelos
animales de trasplante y en trasplante cardiaco con la dismi-
nucién de la vasculopatia del injerto, la enfermedad vascular
periférica y la hipertrofia ventricular izquierda®?1-%4.

Es importante comprender que la vasculopatia del injerto
en trasplante cardiaco es una lesién trasladable al injerto
renal, con importante prevalencia, y contemplada en la cla-
sificacién de Banff bajo el indice chronic vascular (cv). Se
trata de una enfermedad de fibroproliferacién acelerada del
lecho vascular del injerto, que causa un engrosamiento inti-
mal circunferencial. En su patogénesis participan factores
inmunolégicos y no inmunolégicos que causan inflama-
cién endotelial, lo cual desencadena la lesién final de dano
endotelial y respuesta celular fibroproliferativa?. E1 hecho
demostrado de que everolimus es capaz de reducir la vas-
culopatia del injerto en el trasplante cardiaco, especialmente
cuando su uso es temprano postrasplante?®?’, indica que un
beneficio similar en TR pueda tener importantes consecuen-
cias tanto sobre el paciente como sobre el injerto.

Mejoria del perfil de riesgo tumoral

En TR, el potencial beneficio de la combinacién everolimus-
IC se deberia en parte a la minimizacién del IC, implicado
en mecanismos de progresién neopldsica, pero también a su
efecto antineoplasico directo, comprobado en canceres fre-
cuentes en trasplante como el carcinoma cutdneo espino y
basocelular, sindromes linfoproliferativos postrasplante, sar-
coma de Kaposi?®*?° y también a nivel global, como demostré
el estudio Convert®. Everolimus se emplea como agente anti-
neopléasico desde hace afos en las més diversas indicaciones
en oncologia®?3!,

Infecciones por citomegalovirus

Los imTOR reducen la incidencia, gravedad y recurrencia de
la infeccién por CMV en el postrasplante®”3. Se ha descrito
el aumento significativo del recuento de linfocitos T CD8+
especificos para CMV con everolimus en TR convertidos de

ciclosporina a everolimus, asi como el bloqueo de la via de la
fosfatidilinositol-3-cinasa, crucial en la replicacién del CMV.

En un andlisis combinado de 3ensayos clinicos aleato-
rizados de TR que compararon everolimus con exposicién
reducida a ciclosporina vs. MPA con dosis estandar de ciclos-
porina, se observé que la tasa de infeccién/enfermedad por
CMV fue significativamente mas baja con everolimus que con
MPA, incluso en pacientes que recibian profilaxis frente a
CMV>4,

Tedesco-Silva et al., en un estudio prospectivo unicéntrico
aleatorizado con 288 pacientes que no recibieron profilaxis
farmacolégica frente a CMV (ni siquiera en pacientes con
alto riesgo de infeccién D+/R-), han mostrado que el uso de
everolimus-tacrolimus en pacientes de bajo/moderado riesgo
inmunolégico e induccién con basiliximab o ATG a dosis redu-
cidas (3 mg/kg) se asocié a una menor incidencia de infeccién
y enfermedad por CMV que el grupo de tratamiento estandar
con TAC-MMF e induccién con basiliximab?°.

Infeccién por virus BK

Hay evidencias de que everolimus con dosis reducidas de
ciclosporina se asocia a una baja tasa de infeccién por BK
comparado con el régimen estdndar de IC-MPA'®'’ | posible-
mente por una supresién de la replicacién viral a través de
la inhibicién de la proteincinasa intracelular que se activa
por la infeccién BK, ademas de por la permisividad de los
imTOR al desarrollo de linfocitos CD8 especificos frente al
virus®®. También se han detectado beneficios en la conversién
a everolimus®.

Indicacién de everolimus en combinacién con dosis bajas
de inhibidor de calcineurina en trasplante renal de novo

La evidencia de la literatura sustenta la indicacién del uso
de everolimus como inmunosupresor basico asociado a una
exposicién reducida de un IC en pacientes que reciben un TR.
Estas recomendaciones tratan de facilitar evidencia cientifica
que apoye esta practica, ademads de opiniones de expertos con
experiencia en su uso, alli donde la evidencia publicada sea de
menor grado.

Evidencias en el uso de novo de everolimus con
inhibidor de calcineurina. Ventajas e
inconvenientes

Se han desarrollado 4 estrategias en el uso de imTOR en TR:
1) el uso con dosis reducidas de IC en TR de novo; 2) la intro-
duccién preventiva con suspensién o reduccién de IC en algin
momento del TR sin que exista ningin imperativo clinico®3°;
3) la conversién de IC a everolimus en respuesta a deter-
minadas circunstancias clinicas, estrategia de la que solo
disponemos del andlisis de series de pacientes y no de estu-
dios aleatorizados y 4) el régimen con imTOR libre de IC desde
el TR, de demostrada ineficacia por la elevada incidencia de
episodios de rechazo agudo y funcién renal sub6ptima’’.
Uno de los aspectos mas atractivos del uso combinado de
los imTOR con los IC es que se obtiene la misma eficacia
inmunosupresora de cada agente por separado utilizando una
dosis menor de ambos farmacos. En el caso del everolimus
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combinado con ciclosporina, se obtiene la misma eficacia con
una dosis reducida en un 10-20% de la dosis de everolimus
y un 20-40% de la dosis de ciclosporina®’. Tanto con ciclos-
porina como con tacrolimus, una CO > 3ng/ml de everolimus
se relaciona con una reduccién de la aparicién de episodios
de rechazo agudo: el rango entre 3y 8 ng/ml es el que ofrece
mayor balance entre la reduccién del riesgo de rechazo agudo
y la tolerabilidad clinica del farmaco®.

Ensayos clinicos aleatorizados sobre el uso de everolimus y
dosis reducidas de inhibidor de calcineurina en trasplante
renal de novo

Disponemos de los resultados de diversos ensayos clinicos
aleatorizados con utilizacién de everolimus en combinacién
con dosis reducidas de IC en pacientes de bajo a moderado
riesgo inmunoldgico, con un seguimiento de entre 6 y 24
meses'?. Se utiliz6 induccién con esteroides y basiliximab en
todos menos en el US92, en el que se permitié induccién con
ATG como alternativa al basiliximab'®. En 3 ensayos clinicos el
IC utilizado fue tacrolimus?*1518 el resto utilizé CsA6:17 4144,

Incidencia de rechazo agudo y eficacia de la pauta inhibidor

de calcineurina reducido/imTOR

Everolimus ya demostré en los estudios de registro euro-
peos que permitia una mayor minimizacién del IC (en este
caso ciclosporina) respecto a la combinacién con micofe-
nolato. El estudio A2309, de registro en EE. UU., confirmé
estos resultados’®. Este estudio de no inferioridad evalué
prospectivamente 2 regimenes de everolimus en combinacién
con ciclosporina a dosis bajas versus micofendlico sédico en
combinacién con dosis estandar de ciclosporina en TR de
novo. El endpoint primario fue un compuesto de eficacia que
incluia rechazo comprobado por biopsia y tratado, pérdida del
injerto, muerte del paciente y pérdida de seguimiento a los
12 meses. En uno de los grupos de everolimus los pacientes
recibieron una dosis inicial de 0,75 mg/12 h con concentracién
sanguinea diana de 3-8 ng/mL. En el otro, la dosis inicial fue
de 1,5mg/12h, con diana de 6-12ng/mL. El tercer grupo de
pacientes recibié una dosis fija de Myfortic~ (720mg/12h) en
combinacién con dosis estandar de ciclosporina. Los niveles
de ciclosporina al afio fueron de 55ng/mL en el grupo evero-
limus 1,5 mg/dia y de 137 ng/mL en el grupo de Myfortic®. La
incidencia de rechazo fue similar en ambos grupos.

En el estudio ASSET, en TR de novo®?, se utilizé la combi-
nacién de everolimus y tacrolimus a dosis bajas. Los niveles
diana de tacrolimus fueron 4-7 ng/mL durante los primeros
3meses y los niveles de everolimus de 3-8ng/mL durante
todo el estudio (12 meses). A partir del mes 4 los pacien-
tes fueron aleatorizados a mantener la misma exposicién a
tacrolimus (4-7 ng/mL) o a minimizarla mas (1,5-3ng/mL). Al
ano postrasplante los pacientes del brazo 4-7 ng/mL tuvieron
una concentracién de tacrolimus de 5,5ng/mL mientras que
los pacientes en el brazo de 1,5-3ng/mL tuvieron un nivel de
3,4ng/mL. En el brazo control (tacrolimus 4-7 ng/mL durante
todo el primer ano) la incidencia de rechazo agudo fue de 7,7%.
En el de minimizacién extrema de tacrolimus, la incidencia
de rechazo fue de 18%, aunque, curiosamente, toda la dife-
rencia se produjo durante el primer trimestre y antes de la

aleatorizacién, cuando los niveles de tacrolimus en ambos
grupos eran similares.

De estos datos concluimos que la incidencia de rechazo en
la combinacién everolimus y tacrolimus (con niveles entre 4 y
7 ng/mlL) durante el primer ano se encuentra en rango compa-
rable con el grupo de tacrolimus del estudio Symphony. En este
momento estd en desarrollo el estudio Transform que permitira
comparar en 2.037 TR de novo la pauta estdndar de tacrolimus
o ciclosporina y micofendlico frente a everolimus con dosis
muy reducidas de IC*.

Resultados de los estudios segun el riesgo inmunoldgico de

los receptores

En TR de bajo y moderado riesgo inmunolégico los ensayos
aleatorizados mostraron no inferioridad de everolimus con
dosis reducidas de IC frente a la exposicién estandar a IC. El
ensayo clinico US92 es el nico que incluye un pequeio por-
centaje de pacientes de alto riesgo y disponemos de resultados
en forma de abstract’®. Los pacientes recibieron aleatorizada-
mente everolimus o micofenolato con exposicién reducida o
estdndar de tacrolimus, respectivamente. La tasa de rechazo
agudo confirmado por biopsia fue mayor en el grupo de eve-
rolimus y tacrolimus reducido, debido a que los niveles de
tacrolimus y everolimus fueron excesivamente bajos y la pro-
porcién de pacientes de mayor riesgo inmunolégico fue mayor
en el grupo de tacrolimus reducido.

In vitro, everolimus es capaz de producir inhibicién tem-
prana y tardia de la proliferacién de las células B y su
diferenciacién en células plasmaticas, a diferencia del MPA
que actia solo en las etapas tempranas de la respuesta
inmune mediada por linfocitos B**’. A pesar de ello, los
ensayos clinicos aleatorizados que han comparado el uso de
everolimus de novo con dosis reducidas de IC frente a pauta
estandar han excluido a pacientes de alto riesgo inmunolégico
con base en diferentes criterios: tasa de anticuerpos reactivos
frente al panel (panel reactive antibodies), tiempo de isquemia
prolongado, infecciones crénicas, retrasplantes, donantes o
receptores anosos, prueba cruzada positiva para células T o
trasplante ABO incompatible®'8. Los estudios de conversién
de que disponemos también han excluido a los de tasas ele-
vadas de anticuerpos reactivos frente al panel o con rechazo
agudo reciente’®.

Hasta este momento no se ha publicado ningiin ensayo cli-
nico en el que el desarrollo de DSA de novo sea uno de los
objetivos, y practicamente no existe informacién compara-
tiva en desarrollo de respuesta humoral en pautas basadas
en IC-everolimus o las mas estandares con micofenolato.

Resultados segtin la dosis de inhibidor de calcineurina

La pauta everolimus e IC reducido ha resultado compara-
ble a un régimen convencional de IC y MPA: ha mostrado
una no inferioridad con respecto al objetivo primario combi-
nado (rechazo tratado, fracaso del injerto, muerte o pérdida
de seguimiento)'®'”, incluso cuando el everolimus se utilizaba
con niveles muy bajos de IC**.

Se ha observado ademdas un mayor porcentaje de pacien-
tes (20 vs. 12%) en el grupo de everolimus que, partiendo
de una tasa de FG <60ml/min, alcanzaban cifras superio-
res a 60 ml/min al afio del trasplante. Incluso con exposicién
relativamente alta a everolimus (8-12 ng/ml)**** y dosis muy
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reducidas de ciclosporina, la tasa de FG result6 significativa-
mente mayor que en el régimen estdndar de MPA +IC con una
misma incidencia de rechazo agudo confirmado por biopsia**.

Importancia de los niveles de everolimus y de tacrolimus

Everolimus es un imTOR derivado del sirolimus que presenta
mayor biodisponibilidad oral y menor vida media que este,
lo que permite que sea suficiente la monitorizacién a los 4
dias desde su inicio para determinar el ajuste de dosis, a
diferencia de los 5-7 dias que se necesitan en el caso del
sirolimus®. La exposicién a everolimus estd influida por la
eleccién del IC concomitante debido a sus diferentes inte-
racciones farmacocinéticas. De hecho, la administracién de
ciclosporina incrementa la exposicién a everolimus de 2 a 3
veces*’, debido a que ambos farmacos se metabolizan por el
CYP3A4 del P450 y son sustratos del trasportador de farma-
cos glicoproteina P. Por el contrario, tacrolimus no presenta
una interaccién de esa importancia con everolimus, de tal
modo que aunque el imTOR reduce la biodisponibilidad de
tacrolimus de modo dosis-dependiente®’, la AUC de evero-
limus no se modifica en funcién de las diferentes dosis de
tacrolimus administradas®!. La monitorizacién farmacociné-
tica es fundamental en el manejo del paciente para prevenir
los efectos adversos, detectar la interaccién de farmacos y
su potencial toxicidad*’. Multiples estudios han revelado que
tanto la inmunosupresién como los efectos secundarios son
dependientes de la dosis y de la concentracién®?.

Everolimus presenta una buena correlacién entre la COy la
AUC, que permite que la CO sea una buena medida de la expo-
sicién al fairmaco y un buen indicador de la evolucién clinica
(mayor eficacia y menor toxicidad)*3.

La exposicién adecuada al tratamiento con everolimus se
ha fijado por encima de 3ng/mL>*. Para conseguirlo, la dosis
inicial recomendada de everolimus en caso de que se admi-
nistre junto a tacrolimus es de 1,5mg/12h, a diferencia de
lo que sucede en el caso de ciclosporina, en el que se reco-
mienda 0,75 mg/12h°%>!, En el ensayo US92, una inadecuada
dosis inicial de everolimus de 0,75mg cada 12 h (basada en
los ensayos clinicos previos utilizando ciclosporina como IC)
a partir del dia 5 postrasplante, resulté ser demasiado baja
y tardia y condujo a unos niveles medios de everolimus el
dia 7 postrasplante inferiores a 3ng/mL. Esta fue la principal
causa de la mayor incidencia de rechazo agudo en el brazo
de everolimus/tacrolimus (19,1 frente a 11,2% en el brazo con
MPA)'8.

Consideramos que una dosis de 1,5mg cada 12 h desde
el dia 1 postrasplante es recomendable en combinacién con
tacrolimus para conseguir niveles de everolimus de 3a 8 ng/mL
ya en la primera fase del trasplante®”. En muchos pacientes,
tras una primera determinacién de nivel en sangre al 3.°7-
4.° dia postrasplante, debe aumentarse la dosis un 50% para
alcanzar el rango.

No existe hasta este momento ningin ensayo clinico que
haya comparado dosis reducidas de CsA con everolimus frente
a dosis reducidas de tacrolimus con everolimus, aunque el
estudio Transform incluye a pacientes estratificados en ambos
grupos que podrian analizarse en el futuro®. La eleccién de
uno u otro deberia considerarse teniendo en cuenta el perfil
de riesgo de la pareja/receptor frente a comorbilidades como

la diabetes, o las restricciones econémicas del medio en que
se vaya a utilizar, dado que la combinacién con CsA supone
un ahorro en la dosis de everolimus.

Importancia de la induccién

Con el fin de poder minimizar adecuadamente el IC y prevenir
eficazmente en rechazo agudo, se recomienda la utilizacién de
induccién con anticuerpos en el TR de novo con esta pauta. La
mayoria de los ensayos clinicos han utilizado induccién con
basiliximab, aunque también puede utilizarse induccién con
ATG18,35,45 .

Falsas creencias, mitos y realidades del uso de
everolimus de novo en trasplante renal

A pesar de que los imTOR han demostrado efectos
beneficiosos en cuanto a estabilidad cardiovascular?®-2°, dis-
minucién de infecciones®*—> y descenso en la incidencia de
neoplasias?®??, su uso mds habitual viene siendo en régimen
de conversidn, por el fracaso o efecto adverso de los IC o de
los derivados del acido micofendlico, o por la aparicién de
una neoplasia. La realidad es que el empleo de everolimus
de novo es escaso. En nuestra opinién, la causa fundamental
para no utilizar una pauta de inmunosupresién basada en IC
minimizado y everolimus es un conjunto de mitos y creencias,
quizd debido a la experiencia previa con sirolimus con dosis
de carga, niveles desproporcionadamente elevados y asociado
a MMF en lugar de a IC. Otra poderosa razén es el estudio
Symphony, que concluyé que el mejor régimen inmunosupre-
sor en TR estaba constituido por tacrolimus, MMF y esteroides,
sin incluir ninguna rama de tratamiento que combinara IC e
imTOR?. También contribuye la pretendida falta de eficacia
en la prevenciéon del rechazo agudo, el posible aumento de la
necrosis tubular aguda, los problemas de la cicatrizacién y el
temor a los efectos adversos y su manejo (tablas 1y 2).

Prevencién del rechazo agudo

Deriva fundamentalmente del estudio Symphony, en el que
la incidencia de rechazo agudo a los 36 meses era de un 39%
en el grupo de minimizacién sirolimus/MMF sin IC frente a
un 15,4% en el grupo de tacrolimus/MMF?>%. Cuando se ha
utilizado sirolimus en combinacién con tacrolimus, la tasa de
rechazo ha sido del 12,2%, similar a la obtenida con tacroli-
mus/MMF en el Symphony>’. Como ya se ha detallado en la
seccién previa, los estudios realizados con la administracién
conjunta de everolimus con ciclosporina o tacrolimus de novo
demuestran que la incidencia de rechazo es similar o incluso
inferior al estudio Symphony?14-18:56,58-60 (tabla 1). Por tanto,
la creencia de que una pauta de minimizacién de IC con eve-
rolimus se asocia a mds rechazo que la cldsica con MMF no se
sostiene con la evidencia disponible.

Funcion retrasada del injerto
En cuanto a la hipotética mayor incidencia en la funcién retra-

sada del injerto (DGF), los estudios iniciales con sirolimus no
mostraban mayor frecuencia de DGF: incluso en el estudio
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Tabla 1 - Incidencia de rechazo agudo en pacientes tratados con inhibidor de calcineurina combinado con everolimus vs.

MMF

Estudio Ciclosporina-everolimus Ciclosporina-MMF Tacrolimus-everolimus Tacrolimus- MMF
A230916/17 16,2 17

A1202°8 49 8,2

us09* 14

ASSET™* 7,72

Symphony?*°>° 15,4

ABOi*® 12

TR pediatrico® 6 13

Datos en porcentaje.
MMF: micofenolato mofetil.

@ Tacrolimus 4-7 ng/ml.

Symphony, el grupo de sirolimus era el que menor DGF tenia
(21,1 vs. 35,7% en grupo tacrolimus/MMF)?>¢. Ningin ensayo
clinico de comparacién entre IC-everolimus e IC-micofendlico
ha mostrado diferencias en el desarrollo de DGF (tabla 2).

Problemas de cicatrizacion y linfoceles

La inhibicién de la via mTOR limita la proliferacién celular y
la angiogénesis de células endoteliales y fibroblastos y puede
retrasar, por tanto, el componente fibrético necesario para la
cicatrizacién de las heridas y larecanalizacién de vasos linfati-
cos. Pero como demuestra el estudio de Azzola et al.%, aunque
la inhibicién de la proliferacién de fibroblastos es mayor con
everolimus que con tacrolimus, ciclosporina, azatioprina y
esteroides, lo es todavia mas con MMF.

La relacién de los imTOR con complicaciones de la herida
quirdrgica se basa en hallazgos de las etapas iniciales en las
que se utilizaban altas dosis de imTOR. No existe evidencia
de que las concentraciones de imTOR utilizadas en la actua-
lidad, sin dosis de carga, acompanados de dosis reducidas de
IC, incrementen el riesgo de eventos a ese nivel con relacién a
la pauta de IC a dosis plenas y MMF®? (tabla 2).

Un estudio que comparé la incidencia de linfoceles en
pacientes con MMF frente a azatioprina®?, observé un 19% en
el grupo de MMF frente al 10% en azatioprina. En el andlisis
multivariante el empleo de MMF se asocid a 2,6 veces mayor
riesgo de linfocele frente a azatioprina.

La eliminacién de las dosis de carga y niveles muy eleva-
dos de sirolimus, la modificacién de la técnica quirtrgica y la
exclusién de pacientes con indice de masa corporal >32kg/m?,
disminuyeron considerablemente la incidencia de complica-
ciones de la herida y de linfoceles®.

Los ensayos clinicos de IC-everolimus, tanto con
ciclosporina'®'76265 como con tacrolimus'*'®>, ponen de
manifiesto la incidencia similar de complicaciones de la
herida y linfoceles en pacientes tratados con IC asociada a
everolimus que asociada a MMF.

En la préactica habitual de los centros de los autores de estas
recomendaciones, y coincidiendo con revisiones recientes de
expertos®, no se observa ninguna diferencia en la inciden-
cia de funcién retardada del injerto ni en la duracién de la
hospitalizacién inicial entre utilizar IC-micofenolato y utilizar
IC-everolimus a las dosis y niveles bajos actuales (tabla 2). No
es necesario aplicar medidas especiales en el cuidado de la
herida quirtrgica del implante renal, que debe revisarse como

en cualquier TR diariamente durante el primer ingreso hospi-
talario y después en las sucesivas revisiones, aconsejandose
retirada de sutura a partir de las 3 semanas.

La excepcidén seria el caso de pacientes obesos, que ya
de por si presentan un riesgo elevado de problemas de la
herida quirtrgica, en los que seria adecuado evitar el uso de
everolimus o sirolimus. No hay evidencia de que se deban
usar con precauciéon en ancianos o diabéticos, que tienen
mayor tendencia a presentar complicaciones de la herida
quirtrgica® 1166,

Edema periférico

La aparicién de edema palpebral y en miembros inferiores ha
sido asociada al uso tanto de sirolimus como de everolimus, si
bien algunos estudios que compararon la incidencia de apari-
cién de edemas con ambos farmacos indican que su aparicién
es menor con everolimus®’ .

Como en los efectos secundarios comunicados anterior-
mente, la aparicién de edema esta relacionada con dosis y
niveles elevados de imTOR®®%°, El mecanismo responsable del
edema estaria relacionado con un aumento de la permeabili-
dad vascular asociada a un aumento de prostaciclina y a una
disminucién de VEGF. Los estudios actuales asociando eve-
rolimus a ciclosporina muestran entre un 2,6'%'7 y un 32%%
(tabla 3). El primer estudio se refiere a edema moderado-severo
y el segundo a edema leve-moderado, que en ningin caso
supuso la suspensién del farmaco. Asociando everolimus a
tacrolimus, la incidencia de edema es del 10%, similar a la
comunicada en el Symphony’*'°. En nuestra experiencia de
préctica clinica habitual, el uso de novo no se asocia a edema
relevante en frecuencia e intensidad mayor que la observada
con otras pautas. Tras descartar otras causas de edema, se
recomienda el ajuste de dosis del imTOR y, en caso de com-
binacién de CsA con everolimus, ajustar la dosis de CsA a la
baja ya que la CsA aumenta la exposicién a los tejidos del
everolimus.

Efectos metabélicos de dificil control

La hipercolesterolemia e hipertrigliceridemia son efectos
adversos comunmente relacionados con el TR que se hacen
mas evidentes cuando se emplean imTOR, ya que estos farma-
cos disminuyen el catabolismo de la APO B 100 y disminuyen
la actividad de la lipoproteinlipasa. La incidencia es mayor
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Tabla 2 - Principales complicaciones que se consideran una barrera para la utilizacién de un imTOR de novo y su incidencia en los diversos ensayos clinicos

A2309 (CsA) Us09 ASSET Symphony?°°
EVE vs. MS'6/ (tacrolimus)®™® (tacrolimus)™*
EVE (1,5 mg/d) MS EVE EVE EVE EVE Tacrolimus-MMF Sirolimus-MMF
(1,5mg/d) + (1,5 mg/d) + (1,5mg/d) + (1,5mg/d) +
tacrolimus tacrolimus tacrolimus muy tacrolimus
minimizado normal minimizado minimizado
Funcién 10,2 9,2 0 2 ND ND 35,7 21,1
retardada del
injerto
Linfocele 6,6 5,1 41 2,3 7,3 10,9 4 11,6
Herida quirtrgica 1,8 1,1 4,1 2,3 18,3 14,3 2,5 2,4
Hernia incisional 1,5 1,5 2 47 3,7 1,7 ND ND
Rechazo agudo 16,2 17 14 14 18,7 7,7 15,4 39

Datos en porcentaje.
EVE: everolimus; MMF: micofenolato mofetil; MS: acido micofendlico con recubrimiento entérico; ND: no disponible.

Tabla 3 - Incidencia de los principales eventos adversos relacionados clasicamente con los imTOR

A2309 (CsA) Eve vs. MS'®Y US09 (tacrolimus)’® ASSET (tacrolimus)'* Symphony?°°
EVE MS EVE EVE EVE EVE Tacrolimus- Sirolimus-
(1,5mg/d) (1,5mg/d) + (1,5mg/d) + (1,5mg/d) + (1,5mg/d) + MMF MMF
tacrolimus tacrolimus tacrolimus muy tacrolimus
minimizado normal minimizado minimizado
Edemas (%) 2,6 1,4 9,3 10,2 9,2 10,9 12 32
Hiperlipidemia (%) 21 16 10,2 9,3 26 21 9,9 15,8
Proteinuria [>0,5 /24 h (%)] 9,1 7,3 0 2,3 7 11 53 5
Diabetes (%) 14 16 24 38 15,1 12,8 10,6 7,8

EVE: everolimus; MMF: micofenolato mofetil; MS: acido micofendlico con recubrimiento entérico.
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cuando se asocia a ciclosporina (hasta un 45 vs. 16% grupo
control)'®17:°865 y algo menor cuando se asocia a tacrolimus
(9,3-21%)**™° (tabla 3). En nuestros grupos la incidencia de
hipercolesterolemia fue del 40-50% al 6.° mes, con un uso de
estatinas de alrededor del 70% (datos no publicados).

En pautas con everolimus, la incidencia de DMPT oscila
entre un 11,5 y un 14% asociado a ciclosporina'®’>3 o 12,8-
24% asociado a tacrolimus'#!>, similar a la observada en el
estudio Symphony?°° (tabla 3). No existe ninguna evidencia
de que el uso de una pauta de IC minimizado con everolimus
se asocie a una DMPT mads frecuente o grave que el uso de
pautas de IC-micofendlico.

Aftas bucales

Las aftas orales parece que estan producidas por un meca-
nismo téxico directo del imTOR sobre las membranas de la
mucosa oral y nasal’?. Aparecen habitualmente al inicio de
la terapia, aproximadamente una semana después del inicio
de la exposicién, y suelen ser dependientes de la dosis. En la
experiencia personal de los autores, la incidencia es mucho
menor cuando el firmaco se utiliza de novo que cuando se uti-
liza en conversién. Suelen evolucionar hacia la curacién tras
el ajuste de dosis del imTOR o el tratamiento con corticoides
tépicos.

Efectos hematoldgicos

El uso de estos farmacos se ha asociado a un incremento del
riesgo de leucocitopenia y trombocitopenia comparados con
los IC”?, efecto que se ha sefialado que puede que no sea dosis
dependiente. En la toxicidad hematolégica hay factores difici-
les de distinguir en caso de conversiones de IC a imTOR, como
el aumento de dosis de MMF. En este sentido hay experiencias
en que la conversién a imTOR se asocia a mayor leucoci-
topenia y trombocitopenia, aunque otros estudios, como el
A2309, muestran un mayor recuento de leucocitos y plaquetas
en everolimus de novo e IC reducidas que en pauta estandar
con MPA'®. El uso de imTOR ademaés puede afectar al riesgo
de anemia, pero una baja hemoglobina no suele ser criterio
de exclusién para su uso. En opinién de los autores de esta
revision no suele ser un problema relevante con las dosis redu-
cidas que se utilizan en la combinacién con IC, por lo que
siempre en este contexto es fundamental descartar otras cau-
sas de depresién medular.

Desarrollo de proteinuria

El mecanismo por el que los imTOR son capaces de producir
proteinuria en el receptor de TR no es bien conocido’?. Parece
que los imTOR pueden producir proteinuria por inhibicién de
VEGF, que altera la funcién endotelial y podocitaria. Aunque la
proteinuria asociada a imTOR mas conocida es la que aparece
tras conversién de un IC a imTOR’?, también se ha visto que
puede producirse con sirolimus de novo’>. En los estudios de
everolimus de novo la incidencia de proteinuria es baja o simi-
lar al grupo control (tabla 3). De hecho, en los ensayos A2306
y A2307 de everolimus con ciclosporina de novo, menos del
5% de los pacientes presentaron proteinuria en determinacién
de muestra de orina aislada®’“. En el A2309 no se observaron

diferencias entre las ramas de micofenolato y dosis bajas de
everolimus con nivel entre 3y 8 ng/ml’°. La incidencia de pro-
teinuria comunicada en el Symphony es 12 vs. 8% en el grupo
de tacrolimus-MMF.

Neumonitis

El efecto adverso potencialmente mas grave asociado a los
imTOR es la neumonitis intersticial. Con una etiopatogenia
inmunomediada, la incidencia inicial asociada a sirolimus era
de un 5-15% en trasplante de érgano sélido’®, algo mayor
que la descrita por grupos espafioles en TR (4-7%)”77%. Se
ha observado que el habito tabaquico o la enfermedad pul-
monar preexistente predisponen a la neumonitis. Asimismo,
se ha relacionado una mayor exposicién al farmaco con una
mayor toxicidad pulmonar. Aunque la presentacién clinica
varia desde minimos sintomas hasta fallo respiratorio grave,
en general los casos reportados hablan de sintomas y signos
leves-moderados que remiten tras la suspensién del farmaco.

Recientemente, se ha publicado la serie de casos con mayor
numero de neumonitis intersticiales asociadas a everolimus
hasta la fecha’”. Se trata de un estudio caso-control en el que
presentan 13 pacientes trasplantados (12,7% de la cohorte)
que desarrollaron la enfermedad tras la conversién a los 6
meses del TR desde ciclosporina-micofenolico-prednisona a
everolimus-prednisona. La mediana de tiempo de exposicién
a everolimus hasta la neumonitis fue de 5,5 meses. Aunque los
autores no encontraron factores predisponentes, existia més
enfermedad pulmonar previa en los que desarrollaron neumo-
nitis (31 vs. 17%). Aunque los niveles sanguineos de everolimus
de los que desarrollaron la complicacién no fue superior a los
que no la desarrollaron, dicha exposicién fue alta en todos los
casos (niveles valle de alrededor de 10 ng/ml en ambos grupos).
Sin embargo, la descripcién de este evento parece mucho mas
excepcional en el uso de novo de everolimus en combinacién
con dosis reducidas de IC. De hecho, en una revisién retros-
pectiva del ensayo A2309, solo pudo identificarse un paciente
con desarrollo de neumonitis sobre un total de 556 pacientes
expuestos a everolimus®.

Aparicion de anticuerpos anti-HLA de novo

La escasa evidencia sobre el potencial desarrollo de DSA
en pacientes tratados con imTOR se limita a estudios de
conversién a un imTOR tras 3 a 4,5 meses de terapia
con IC-micofendlico. En la experiencia de un centro de
trasplante de Berlin, la conversién de una pauta basada
en ciclosporina-micofendlico a otra basada en everolimus-
micofendlico parecié asociarse a un aumento en la aparicién
de novo de DSA y rechazo agudo humoral®’. En el refe-
rido estudio resulté llamativo el sesgo de seleccién y la
infrainmunosupresién de los pacientes convertidos a eve-
rolimus, en particular, la suspensiéon concomitante de los
esteroides®”. Otros estudios similares no han mostrado los
mismos resultados®%°,

En TR ABO incompatible tratados con everolimus y ciclos-
porina, 4 de 25 pacientes desarrollaron DSA, 3 con relacién a
TR anteriores®®. En TR pediétrico se observé un 11,4% de DSA
en pacientes tratados con everolimus frente a un 17,9% grupo
control bajo tacrolimus-MMF®’, No existen datos de ensayos
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clinicos controlados que describan la posible aparicién de DSA
en TR de novo con pautas basadas en IC minimizado y everoli-
mus.

Seguridad en el manejo. Recomendaciones
para evitar complicaciones

Contraindicaciones relativas al uso de everolimus de novo
en trasplante renal

La mejor forma de evitar efectos adversos graves asociados
al farmaco es no utilizarlo en algunos pacientes con especial
riesgo de presentarlos (tabla 4). Se recomienda evitar el uso
de everolimus de novo en el TR en pacientes con hipersensi-
bilidad al farmaco o a los excipientes, hiperlipidemia grave
no controlable con tratamiento habitual, con antecedentes
de enfermedad pulmonar intersticial o enfermedad pulmonar
obstructiva crénica grave, obesos con indice de masa corporal
superior a 35, casos de glomerulosclerosis focal y segmentaria
primaria o sindrome hemolitico-urémico atipico, y en aquellos
enlos que se deba practicar una cirugia vascular compleja para
el implante renal. Finalmente, y aunque existen experiencias
no publicadas positivas de utilizacién, en aquellos pacientes
en los que se considere la necesidad de utilizacién de dosis
altas y niveles elevados de IC, como por ejemplo, los pacien-
tes de muy alto riesgo inmunolégico, debe aplicarse esta pauta
con precaucién.

¢Coémo utilizar la combinacién durante las primeras
semanas postrasplante para minimizar complicaciones?

La experiencia inicial con sirolimus de novo nos enseiié que la
dosis inicial de imTOR desde el primer dia postrasplante debe
ser baja. Los niveles de everolimus deseados cuando se uti-
liza en combinacién con un IC estdn entre 3 y 8ng/mL>°. Al
aplicarse en combinacién con un IC, deben vigilarse posibles
interacciones farmacélogicas entre ambos; la dosis de evero-
limus de 1,5mg/12 h indicada en combinacién con tacrolimus
precisa con mucha frecuencia un aumento para alcanzar nivel

adecuado: se necesita una media de 2,5mg/12 h al primer mes
y2mg/12hal cabo de 12 meses®'. Este aumento suele ser inne-
cesario o en todo caso es mucho menor cuando el IC utilizado
es ciclosporina.

Como se recoge en la figura 1, y dentro de esta ventana
terapéutica de nivel de everolimus en sangre de 3-8ng/ml,
mantendremos niveles en torno a 4ng/mL durante las 3 pri-
meras semanas para favorecer la cicatrizacién de la herida
quirtrgica y no contribuir a la formacién de linfoceles.

Los niveles de tacrolimus con uso concomitante de evero-
limus deben ir enfocados a reducir la exposicién del IC, para
evitar asi tanto los efectos adversos en términos de infeccio-
nes y neoplasias asociados a los IC como la nefrotoxicidad
inherente a ellos. Sin embargo, y de la misma forma que se
comentaba respecto al everolimus pero en sentido inverso, los
niveles de tacrolimus durante las 3 primeras semanas postras-
plante los mantendremos en torno a 7 ng/mlL, bajando dosis
posteriormente para optimizar la proteccién frente al rechazo
agudo. Una regla sencilla que puede aplicarse, en general, es
estar siempre con suma alrededor de 10 entre los niveles de
tacrolimus y everolimus, priorizando tacrolimus el primer mes
y everolimus a partir de ese momento.

No es necesario aplicar medidas especiales en el cuidado
de la herida quirtrgica del implante renal, que debe revisarse
como en cualquier TR diariamente durante el primer ingreso
hospitalario y después en las sucesivas revisiones, aconsejan-
dose retirada de sutura a partir de las 3 semanas.

Manejo de complicaciones: scudndo bajar dosis y cudndo
retirar el fdrmaco?

La praxis correcta cuando estamos delante de un efecto
adverso grave que pueda comprometer la seguridad del
paciente es la suspensién del fArmaco con el que se relaciona
el efecto adverso. Sin embargo, en multitud de ocasiones nos
enfrentamos con efectos adversos leves o moderados, cuestio-
nes de tolerancia que empeoran la calidad de vida del paciente
y prolongan la consulta médica y que nos hacen desistir a la
hora de continuar con un farmaco (fig. 2).

Tabla 4 - Contraindicaciones relativas en el uso de everolimus en TR de novo y los motivos para desaconsejarlo

Contraindicacién relativa

Motivo

Enfermedad pulmonar intersticial u obstructiva crénica severa

Obesidad con indice de masa corporal superior a 35 kg/m?

Glomerulosclerosis focal y segmentaria primaria como nefropatia
de base
Sindrome hemolitico-urémico atipico

Cirugias complejas vasculares (por ejemplo: anastomosis arterial
renal a una proétesis iliaca de Goretex )

Necesidad de utilizacién de dosis altas y niveles elevados de IC,
como por ejemplo, aquellos de muy alto riesgo inmunolégico

Evitar la exposicion al farmaco de receptores susceptibles de
padecer neumonitis asociada a inhibidor de mTOR

Evitar la exposicién al farmaco de sujetos con mayor propension a
padecer problemas de herida quirdrgica y linfoceles por su
obesidad

Potencial del farmaco para producir proteinuria mediante dano
podocitario y desarrollo de esclerosis focal y segmentaria

Dado que no esté descrita la asociacién etiopatogénica de
micofenolato con problemas de microangiopatia trombética, se
considera mas aconsejable su asociacién al IC en trasplante renal
de novo

Evitar alto riesgo de dehiscencia de suturas

Evitar nefrotoxicidad en la maximizacién del IC

IC: inhibidor de calcineurina.

Cémo citar este articulo: Pascual J, et al. Recomendaciones para el uso de everolimus en trasplante renal de novo: falsas creencias, mitos y
realidades. Nefrologia. 2017. http://dx.doi.org/10.1016/j.nefro.2016.11.007
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Basiliximab dia 0 | Basiliximab dia + 4

Inicio

0,1 mg/kg peso/dia

Niveles
4-7ng/mimes1y2

2-5 ng/ml mes 3-6

2-4 ng/ml a partir del 6.° mes

| Tacrolimus dia +1

Everolimus dia +1 Inicio
1,5 mg cada 12h
Niveles ) .
3.8 na/ml Primeros niveles de
9 ambos farmacos
TR l
Dia 0 Dia 1 Dia2 Dia 3 Dia 4
Basiliximab 20 mg | TAC 0,1mg/kg | TAC 0,1mg/kg | TAC 0,1mg/kg | Basiliximab 20 mg
MTP 250 mg EVE 1,5/12h EVE 1,5/12h EVE 1,5/12h TAC 0,1mg/kg
MTP125 mg PRED 20 mg | PRED 20 mg EVE 1,5/12h
PRED 20 mg

Figura 1 - Propuesta de pauta de inicio de inmunosupresién con IC a dosis reducidas y everolimus de novo. La practica
totalidad de los estudios publicados de la combinacién utilizan anticuerpos monoclonales anti-IL2r (basiliximab), por lo que
se recomienda aplicar esta inducciéon. Aunque la experiencia es limitada, también puede aplicarse induccion con globulina
antitimocitica segin pauta habitual o minimizada. No se ha demostrado que el inicio de everolimus dias o semanas
después de la cirugia del trasplante aporte ningin beneficio, por lo que se recomienda el inicio durante el primer dia
después del trasplante. La dosis de inicio de everolimus es de 1,5mg cada 12h si el IC es tacrolimus y de 0,75 cada 12h si el
IC es ciclosporina. Debe realizarse determinacion de nivel en sangre al 3.%" o0 4.° dia, y aumentar la dosis un 50% si se
detecta menos de 3 ng/ml. El rango terapéutico es 3-8 ng/ml, y se aconseja mantenerse mas préximos a 3 ng/ml durante las
primeras 3 semanas para posteriormente mantener una cifra ideal de 5-7 ng/ml durante el primer trimestre. Se recomienda
iniciar el IC el dia del trasplante o en las primeras 24 h, manteniendo un nivel de tacrolimus de 4-7 los primeros 2 meses,
2-5 posteriormente, e incluso 2-4ng/ml a partir del 6.° mes. Una regla sencilla que puede aplicarse es estar siempre con
suma =10 entre los niveles de tacrolimus y everolimus, priorizando tacrolimus el primer mes y everolimus a partir de ese
momento. La pauta esquematizada en la figura es el protocolo aplicado actualmente en el Hospital del Mar.

ATG: globulina antitimocitica; EVE: everolimus; IC: inhibidor de calcineurina; MTP: metilprednisolona; PRED: prednisona;
TAC: tacrolimus.

Prevencion Efecto establecido leve Efecto establecido Efecto establecido
Moderado Grave
- Evitar niveles altos . L . L
. . . Tos moderada-severa, disnea, Insuficiencia respiratoria, imagen
. - Evitar uso en Tos seca leve, imagencompatible . . )
Neumonitis . . imagen compatible compatible
pacientes con REDUCIR DOSIS (nivel = 4 ng/ml) SUSPENDER SUSPENDER
neumopatia grave
Intervencién quirdraica nivel 2: Intervencioén quirdrgica nivel 3:
Retraso en | - Evitar niveles altos Intervencion quirdrgicanivel 1: hernias c?)lecis?ectoml’a ’ cirugia mayor
cicatrizacion de| - Evitar uso en obesos cataratas, odontoldgica, etc. Iaparosc’:épica RTU. eto SUSPENDER una semana antes y
j 2 i . / s ) . . . . L.
heridas con IMC > 35 kg/m REDUCIR DOSIS (nivel = 5 ng/ml) REDUCIR DOSIS (nivel 4 ng/ml) reiniciar cuando cicatrizacion
completa
Linfocele égl‘r;;?::cgggceulosa No obstructivo, hallazgo Obstructivo y/o degran tamafo Con necemdzdaggrmtervenmon
implante renal MANTENER REDUCIR DOSIS (nivel = 4 ng/ml) SUSPENDER
c E::Iilctail;:ss ?::: < 1000 mg 1000-3000 mg > 2000-3000 mg a pesar deiSRAA.
Proteinuria ‘I:ialinosis focal MANTENER y asociar inhibidores del [ REDUCIR DOSIS (nivel = 4 ng/ml) Biopsia.
ocaly | sistema renina-angiotensina (iISRAA) y asociar iSRAA SUSPENDER
segmentaria primaria
- Evitar niveles altos
Edema - Limitar el uso ) ) R ,
periférico concomitante de REDUCIR DOSIS (nivel = 5 ng/ml) | REDUCIR DOSIS (nivel = 4 ng/ml) SUSPENDER
antagonistas del calcio|
Aftas bucales | - Evitar niveles altos REDUCIR DOSIS (nivel = 4 ng/ml) REDUCIR DOSIS(nivel = 4 ng/ml)

Figura 2 - Manejo de los efectos adversos y situaciones clinicas asociadas al uso de everolimus. En cada una de estas
situaciones, deben siempre descartarse causas no relacionadas con everolimus, antes de retirar el farmaco sin un buen

motivo.

IMC: indice de masa corporal; iSRAA: inhibidores del sistema renina-angiotensina-aldosterona; RTU: reseccion transuretral.

Coémo citar este articulo: Pascual ], et al. Recomendaciones para el uso de everolimus en trasplante renal de novo: falsas creencias, mitos y
realidades. Nefrologia. 2017. http://dx.doi.org/10.1016/j.nefro.2016.11.007
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Saber cudndo disminuir dosis o cuando retirar el farmaco
depende de la experiencia del médico y de la tolerancia
que tanto este como el propio enfermo puedan desa-
rrollar ante una situacién determinada. El balance efecto
adverso/potencial beneficio debe aplicarse, igual que con cual-
quier otro farmaco inmunosupresor. Curiosamente, la tasa de
reducciones de dosis y abandonos en las unidades de tras-
plante de los autores no son diferentes en pautas basadas
en everolimus y en aquellas basadas en micofenolato, como
acompanantes del IC.

Lo facil ante cualquier situacién que potencialmente puede
estar asociada a everolimus es su retirada, incluso cuando el
efecto observado no esté en relacién con el fdirmaco o cuando
no es esperable ningin beneficio tras su suspensién. Por lo
tanto, es necesario discernir entre la necesidad del simple
ajuste de dosis y niveles y la retirada completa del farmaco, lo
cual no estd indicado en muchas ocasiones (fig. 2).

Conclusiones

Los mitos asociados al uso imTOR no se corresponden con la
realidad actual en que se emplean dosis para obtener nive-
les entre 3 y 8ng/ml junto a dosis y niveles bajos de IC. Esta
combinacién, en pacientes de bajo a moderado riesgo inmu-
nolégico:

Permite la reduccién de la exposicién a los IC en las prime-
ras semanas postrasplante sin un incremento del riesgo de
rechazo agudo y con una potencial mejoria de la funcién
renal a medio-largo plazo.

No se ha utilizado de una manera sistematica en pacientes
de alto riesgo inmunolégico, y la informacién acerca de su
relacién con el desarrollo de DSA hasta este momento es
controvertida.

Se asocia a una reduccién del riesgo de infecciones vira-
les en el postrasplante inmediato: en pacientes de riesgo
moderado de infeccién por CMV, incluso en ausencia de la
administracién de profilaxis frentea él, o por BK.

No se ha asociado a un incremento de complicaciones de
la herida quirdrgica, aunque no es recomendable su uso en
pacientes con un riesgo incrementado, como son los pacien-
tes con indice de masa corporal > 35 kg/m?.

La dislipidemia incontrolable con tratamientos habituales
es una contraindicacién relativa al uso de un imTOR.

La enfermedad pulmonar moderada-grave, si no contrain-
dica el trasplante, si supone una contraindicacién relativa al
uso de everolimus, por el posible aumento en la incidencia
de neumonitis.

No se ha asociado a un incremento del riesgo de proteinuria
con respecto a pautas estandar, aunque no se recomienda
su uso en pacientes con glomeruloesclerosis focal y segmen-
taria.

- La ausencia de interaccién farmacolégica relevante con el
everolimus unido a su mayor eficacia inmunosupresora
haria recomendable el uso de tacrolimus combinado con
everolimus frente al uso de ciclosporina.

A pesar de que tanto las complicaciones cardiovasculares
como neopldsicas son problemas multifactoriales, el efecto

antiproliferativo y antitumoral de los imTor podrian suponer
una ventaja en la supervivencia del paciente a largo plazo.
Otros problemas relacionados con el uso de IC a dosis eleva-
das como es la neurotoxicidad podrian mejorar, con el uso
combinado de IC y everolimus, al permitir la reduccién de
las dosis y niveles del IC.

Conflicto de intereses

El

presente documento de recomendaciones es producto del

trabajo conjunto de sus autores y de un convenio de cola-
boracién entre Novartis Farma y la Sociedad Espafiola de
Nefrologia, que le da su aval. Novartis no ha tenido acceso a
su contenido ni ha influido en ninguna fase de su elaboracién.

BI

BLIOGRAFIA

10.

12.

14.

. Hart A, Smith JM, Skeans MA, Gustafson SK, Stewart DE,
Cherikh WS, et al. Kidney. Am ] Transplant. 2016;16 Suppl
2:11-46.

. Ekberg H, Tedesco-Silva H, Demirbas A, Vitko S, Nashan B,
Glrkan A, et al. Reduced exposure to calcineurin inhibitors in
renal transplantation. N Engl ] Med. 2007;357:2562-75.

. Lodhi SA, Meier-Kriesche H-U. Kidney allograft survival: The
long and the short of it. Nephrol Dial Transplant. 2011;26:15-7.

. Pilmore H, Dent H, Chang S, McDonald S, Chadban S.
Reduction in cardiovascular death after kidney
transplantation. Transplantation. 2010;89:851.

. Engels EA, Pfeiffer RM, Fraumeni JF, Kasiske BL, Israni AK,
Snyder J], et al. Spectrum of cancer risk among US solid organ
transplant recipients. JAMA. 2011;306:1891-901.

. Alberu J, Pascoe MD, Campistol JM, Schena FP, del Rial M,
Polinsky M, et al. Lower malignancy rates in renal allograft
recipients converted to sirolimus-based, calcineurin
inhibitor-free immunotherapy: 24-month results from the
CONVERT Trial. Transplantation. 2011;92:303-10.

. Pascual J, Boletis IN, Campsitol JM. Everolimus (Certican) in
renal transplantation: A review of clinical trial data, current
usage, and future directions. Transplant Rev. 2006;20:1-18.

. Eckl S, Heim C, Abele-Ohl S, Hoffmann J, Ramsperger-Gleixner
M, Weyand M, et al. Combination of clopidogrel and
everolimus dramatically reduced the development of
transplant arteriosclerosis in murine aortic allografts.
Transplant Int. 2010;23:959-66.

. Pascual J. The use of everolimus in renal-transplant patients.

Int ] Nephrol Renovascular Dis. 2009;2:9-21.

Peddi VR, Wiseman A, Chavin K, Slakey D. Review of

combination therapy with mTOR inhibitors and tacrolimus

minimization after transplantation. Transplant Rev.
2013;27:97-110.

. Witzke O, Sommerer C, Arns W. Everolimus

immunosuppression in kidney transplantation: What is the

optimal strategy? Transplant Rev. 2016;30:3-12.

SuL, Tam N, Deng R, Chen P, Li H, Wu L. Everolimus-based

calcineurin-inhibitor sparing regimens for kidney transplant

recipients: A systematic review and meta-analysis. Int Urol

Nephrol. 2014;46:2035-44.

. Sawinski D, Trofe-Clark J, Leas B, Uhl S, Tuteja S, Kaczmarek

JL, et al. Calcineurin inhibitor minimization, conversion,

withdrawal, and avoidance strategies in renal

transplantation: A systematic review and meta-analysis. Am ]

Transplant. 2016;16:2117-38.

Langer R, Hene R, Vitko S, Christiaans M, Tedesco-Silva H,

Ciechanowski K, et al. Everolimus plus early tacrolimus

realidades. Nefrologia. 2017. http://dx.doi.org/10.1016/j.nefro.2016.11.007

Cémo citar este articulo: Pascual J, et al. Recomendaciones para el uso de everolimus en trasplante renal de novo: falsas creencias, mitos y



http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0430
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0435
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0440
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0445
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0450
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0455
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0460
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0465
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0470
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0475
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0480
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0485
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0490
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495

NEFRO-306; No.of Pages 14

12 NEFROLOGIA 2017;XXX(XX):XXX~XXX

minimization: A phase III, randomized, open-label, 30.

multicentre trial in renal transplantation. Transplant Int.
2012;25:592-602.
15. Chan L, Greenstein S, Hardy MA, Hartmann E, Bunnapradist

S, Cibrik D, et al., for the CRADUS09 Study Group. Multicenter, 31.

randomized study of the use of everolimus with tacrolimus
after renal transplantation demonstrates its effectiveness.

Transplantation. 2008;85:821-6. 32.

16. Silva H, Cibrik D, Johnston T, Lackova E, Mange K, Panis C,
et al. Everolimus plus reduced-exposure CsA versus
mycophenolic acid plus standard-exposure CsA in
renal-transplant recipients. Am ] Transplant. 2010;10:1401-13.

17. Cibrik D, Silva H, Vathsala A, Lackova E, Cornu-Artis C, Walker 33.

R, et al. Randomized trial of everolimus-facilitated
calcineurin inhibitor minimization over 24 months in renal
transplantation. Transplantation. 2013;95:933-42.

18. Qazi Y, Shaffer D, Kaplan B, Kim DY, Luan FL, Peddi VR, et al.
Efficacy and safety of everolimus with low-dose tacrolimus in

de novo renal transplant recipients; 12-month randomized 34.

study. Am ] Transplant. 2016. Oct 24. doi: 10.1111/ajt.14090.
[Epub ahead of print].

19. Lim WH, Eris J, Kanellis J, Pussell B, Wiid Z, Witcombe D, et al.
A systematic review of conversion from calcineurin inhibitor

to mammalian target of rapamycin inhibitors for 35.

maintenance immunosuppression in kidney transplant
recipients. Am ] Transplant. 2014;14:2106-19.

20. Stallone G, Infante B, Di Lorenzo A, Rascio F, Zaza G,
Grandaliano G. mTOR inhibitors effects on regulatory T cells

and on dendritic cells. ] Transl Med. 2016;14:152. 36.

21. Eisen HJ, Tuzcu EM, Dorent R, Kobashigawa ], Mancini D,
Valantine-von Kaeppler HA, et al. Everolimus for the

prevention of allograft rejection and vasculopathy in 37.

cardiac-transplant recipients. N Engl ] Med. 2003;349:847-58.
22. Paoletti E, Marsano L, Bellino D, Cassottana P, Cannella G.
Effect of everolimus on left ventricular hypertrophy of de

novo kidney transplant recipients: A 1 year, randomized, 38.

controlled trial. Transplantation. 2012;93:503-8.

23. Zeier M, van der Giet M. Calcineurin inhibitor sparing
regimens using m-target of rapamycin inhibitors: An
opportunity to improve cardiovascular risk following kidney

transplantation? Transplant Int. 2011;24:30-42. 39.

24. Hernandez D, Martinez D, Gutiérrez E, Lépez V, Gutiérrez C,
Garcia P, et al. Clinical evidence on the use of anti-mTOR
drugs in renal transplantation. Nefrologia. 2011;31:27-34.

25. Chih S, Chong AY, Mielniczuk LM, Bhatt DL, Beanlands RS.

Allograft vasculopathy: The Achilles’ heel of heart 40.

transplantation. ] Am Coll Cardiol. 2016;68:80-91.
26. Kobashigawa JA, Pauly DF, Starling RC, Eisen H, Ross H, Wang

SS, et al., A2310 IVUS Substudy Investigators. Cardiac 41.

allograft vasculopathy by intravascular ultrasound in heart
transplant patients: Substudy from the everolimus versus
mycophenolate mofetil randomized, multicenter trial. JACC
Heart Fail. 2013;1:389-99.

27. Arora S, Andreassen AK, Andersson B, Gustafsson F, Eiskjaer 42,

H, Bgtker HE, et al., SCHEDULE (SCandinavian HEart
transplant everolimus De novo stUdy with earLy calcineurin
inhibitors avoidanck) Investigators. The effect of everolimus

initiation and calcineurin inhibitor elimination on cardiac 43,

allograft vasculopathy in de novo recipients: One-year results
of a Scandinavian randomized trial. Am J Transplant.
2015;15:1967-75.

28. Pascual J. Everolimus: un inmunosupresor con propiedades

antiproliferativas. Nefrologia. 2004;24:112-23. 44.

29. Campistol JM, Eris ], Oberbauer R, Friend P, Hutchison B,
Morales JM, et al., for the Rapamune Maintenance Regimen
Study Group. Sirolimus therapy after early cyclosporine

withdrawal reduces the risk for cancer in adult renal 45,

transplantation. ] Am Soc Nephrol. 2006;17:581-9.

Baselga J, Campone M, Piccart M, Burris HA, Rugo HS,
Sahmoud T, et al. Everolimus in posmenopausal
hormone-receptor-positive advanced breast cancer. N Engl J
Med. 2012;366:520-9.

Merli M, Ferrario A, Maffioli M, Arcaini L, Passamonti F.
Everolimus in diffuse large B-cell lymphomas. Future Oncol.
2015;11:373-83.

Nashan B, Gaston R, Emery V, Sdemann MD, Mueller NJ, Couzi
L, et al. Review of cytomegalovirus infection findings with
mammalian target of rapamycin inhibitor-based
immunosuppressive therapy in de novo renal transplant
recipients. Transplantation. 2012;93:1075-85.

Pascual ], Royuela A, Fernandez AM, Herrero I, Delgado JF,
Solé A, et al., for the Spanish Society of Transplantation
Virological and Immune Response Investigation Study Group.
Role of mTOR inhibitors for the control of viral infection in
solid organ transplant recipients. Transplant Infect Dis.
2016;18:819-31.

Brennan DC, Legendre C, Patel D, Mange K, Wiland A,
McCague K, et al. Cytomegalovirus incidence between
everolimus versus mycophenolate in de novo renal
transplants: Pooled analysis of three clinical trials. Am J
Transplant. 2011;1:2453-62.

Tedesco-Silva H, Felipe C, Ferreira A, Cristelli M, Oliveira N,
Sandes Freitas T, et al. Reduced incidence of cytomegalovirus
infection in kidney transplant recipients receiving everolimus
and reduced tacrolimus doses. Am J Transplant.
2015;15:2655-64.

Egli A, Kohli S, Dickenmann M, Hirsch HH. Inhibition of
polyomavirus BK-specific T-cell responses by
immunosuppressive drugs. Transplantation. 2009;88:1161-8.
Belliere J, Kamar N, Mengelle C, Allal A, Sallusto F, Doumerc
N, et al. Pilot conversion trial from mycophenolic acid to
everolimus in ABO-incompatible kidney-transplant recipients
with BK viruria and/or viremia. Transpl Int. 2016;29:315-22.
Budde K, Lehner F, Sommerer C, Reinke P, Arns W,
Eisenberger U, et al., ZEUS Study Investigators. Five-year
outcomes in kidney transplant patients converted from
cyclosporine to everolimus: The randomized ZEUS study. Am
J Transplant. 2015;15:119-28.

Holdaas H, Rostaing L, Serén D, Cole E, Chapman J, Fellstrgm
B, et al. Conversion of long-term kidney transplant recipients
from calcineurin inhibitor therapy to everolimus: A
randomized, multicenter, 24-month study. Transplantation.
2011;92:410-8.

Schuurman HJ, Cottens S, Fuchs S, Joergensen J, Meerloo T,
Sedrani R, et al. SDZ RAD, a new rapamycin derivative:
Synergism with cyclosporine. Transplantation. 1997;64:32-5.
Nashan B, Curtis J, Ponticelli C, Mourad G, Jaffe ], Haas T, 156
Study Group. Everolimus and reduced-exposure cyclosporine
in de novo renal-transplant recipients: A three-year phase II,
randomized, multicenter, open-label study. Transplantation.
2004;78:1332-40.

Salvadori M, Scolari MP, Bertoni E, Citterio F, Rigotti P, Cossu
M, et al. Everolimus with very low-exposure cyclosporine a in
de novo kidney transplantation: A multicenter, randomized,
controlled trial. Transplantation. 2009;88:1194-202.

Albano L, Berthoux F, Moal MC, Rostaing L, Legendre C, Genin
R, et al. Incidence of delayed graft function and wound
healing complications after deceased-donor kidney
transplantation is not affected by de novo everolimus.
Transplantation. 2009;88:69-76.

Bertoni E, Larti A, Rosso G, Zanazzi M, Di Maria L, Salvadori M.
Good outcomes with cyclosporine very low exposure with
everolimus high exposure in renal transplant patients. J
Nephrol. 2011;24:613-8.

Pascual J, Srinivas TR, Chadban S, Citterio F, Oppenheimer F,
Tedesco H, et al. TRANSFORM: A novel study design to

realidades. Nefrologia. 2017. http://dx.doi.org/10.1016/j.nefro.2016.11.007

Cdmo citar este articulo: Pascual ], et al. Recomendaciones para el uso de everolimus en trasplante renal de novo: falsas creencias, mitos y



http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0495
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0500
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0505
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0510
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0515
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0520
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0525
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0530
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0535
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0540
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0545
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0550
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0555
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0560
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0565
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0570
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0575
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0580
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0585
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0590
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0595
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0600
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0605
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0610
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0615
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0620
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0625
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0630
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0635
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0640
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0645
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650

NEFRO-306; No.of Pages 14

NEFROLOGIA 2017;XXX(XX):XXX-XXX

13

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

evaluate the effect of everolimus on long-termoutcomes after
kidney transplantation. Open Access ] Clin Trials.
2014,6:45-54.

Matz M, Lehnert M, Lorkowski C, Fabritius K, Unterwalder N,
Doueiri S, et al. Effects of sotrastaurin, mycophenolic acid
and everolimus on human B-lymphocyte function and
activation. Transpl Int. 2012;25:1106-16.

Haneda M, Owaki M, Kuzuya T, Iwasaki K, Miwa Y, Kobayashi
T. Comparative analysis of drug action on B-cell proliferation
and differentiation for mycophenolic acid, everolimus, and
prednisolone. Transplantation. 2014;97:405-12.

Kahan BD, Wong RL, Carter C, Katz SH, von Fellenberg J, van
Buren CT, et al. A phase I study of a 4-week course of
SDZ-RAD (RAD) quiescent cyclosporine-prednisone-treated
renal transplant recipients. Transplantation. 1999;68:1100-6.
Shihab F, Christians U, Smith L, Wellen JR, Kaplan B. Focus on
mTOR inhibitors and tacrolimus in renal transplantation:
Pharmacokinetics, exposure-response relationships, and
clinical outcomes. Transpl Immunol. 2014;31:22-32.

Pascual J, del Castillo D, Cabello M, Pallardé L, Griny6 JM,
Ferndndez AM, et al. Interaction between everolimus and
tacrolimus in renal transplant recipients: A pharmacokinetic
controlled trial. Transplantation. 2010;89:994-1000.

Rostaing L, Christiaans MH, Kovarik JM, Pascual J. The
pharmacokinetics of everolimus in de novo kidney transplant
patients receiving tacrolimus: An analysis from the
randomized ASSET study. Ann Transplant. 2014;19:337-45.
Kovarik JM, Kaplan B, Tedesco Silva H, Kahan BD, Dantal J,
Vitko S, et al. Exposure-response relationships for everolimus
in de novo kidney transplantation: Defining a therapeutic
range. Transplantation. 2002;73:920-5.

Mabasa VH, Ensom MH. The role of therapeutic monitoring of
everolimus in solid organ transplantation. Ther Drug Monit.
2005;27:666-76.

Shihab FS, Cibrik D, Chan L, Kim YS, Carmellini M, Walker R,
et al. Association of clinical events with everolimus exposure
in kidney transplant patients receiving reduced cyclosporine.
Clin Transplant. 2013;27:217-26.

Shipkova M, Hesselink DA, Holt DW, Billaud EM, van Gelder T,
Kunicki PK, et al. Therapeutic drug monitoring of everolimus:
A consensus report. The Drug Monit. 2016;38:143-69.

Ekberg H, Bernasconi C, Tedesco-Silva H, Vitko S, Hugo C,
Demirbas A, et al. Calcineurin inhibitor minimization in the
Symphony study: Observational results 3 years after
transplantation. Am ] Transplant. 2009;9:1876-85.

Valente JF, Hricik D, Weigel K, Seaman D, Knauss T, Siegel CJ,
et al. Comparison of sirolimus vs. mycophenolate mofetil on
surgical complications and wound healing in adult kidney
transplantation. Am ] Transplant. 2003;3:1128-34.

Takahashi K, Uchida K, Yoshimura N, Takahara S, Teraoka S,
Teshima R, et al. Efficacy and safety of
concentration-controlled everolimus with reduced-dose
cyclosporine in Japanese de novo renal transplant patients:
12-month results. Transplant Res. 2013;2:14.

Koch M, Wiech T, Marget M, Peine S, Thude H, Achilles EG,

et al. De novo mTOR inhibitor-based immunosuppression in
ABO-incompatible kidney transplantation. Clin Transplant.
2015;29:1021-8.

Brunkhorst LC, Fichtner A, Hocker B, Burmeister G,
Ahlenstiel-Grunow T, Krupka K, et al. Efficacy and safety of an
everolimus vs. a mycophenolate mofetil-based regimen in
pediatric renal transplant recipients. PLoS ONE.
2015;10:e0135439,
http://dx.doi.org/10.1371/journal.pone.0135439.

Azzola A, Havryk A, Chhajed P, Hostettler K, Black J, Johnson
P, et al. Everolimus and mycophenolate mofetil are potent
inhibitors of fibroblast proliferation after lung
transplantation. Transplantation. 2004;77:275-80.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

Cooper M, Wiseman AC, Zibari G, Mc Cague K, Kim Y, Geissler
F, et al. Wounds events in kindey transplant patients
receiving de novo everolimus: A pooled analysis of three
randomized controlled trials. Cin Transplant. 2013;27:
E625-35.

Lopau K, Syamken K, Rubenwolf P, Riedmiller H, Wanner C.
Impact of mycophenolate mofetil on wound complications
and lymphoceles after kidney transplantation. Kidney Blood
Press Res. 2010;33:52-9.

Tiong HY, Flechner SM, Zhou L, Wee A, Mastroianni B, Savas
K, et al. A systematic approach to minimizing wound
problems for de novo sirolimus-treated kidney transplant
recipients. Transplantation. 2009;87:296-302.

Dantal J, Berthoux F, Moal MC, Rostaing L, Legendre C, Genin
R, et al. Efficacy and safety of de novo or early everolimus
with low cyclosporine in deceased-donor kidney transplant
recipients at specified risk of delayed graft function:
12-month resutls of a randomized, multicenter trial.
Transplant Int. 2010;23:1084-93.

Nashan B, Citerio F. Wound healing complications and the
use of mammalian target of rapamycin inhibitors in kidney
transplantation: A critical review of the literature.
Transplantation. 2012;94:547-61.

Moro JA, Almenar L, Martinez-Dolz L, Sdnchez-Lazaro I,
Agiiero ], Salvador A. Tolerance profile of the proliferation
signal inhibitors everolimus and sirolimus in heart
transplantation. Transplant Proc. 2008;40:3034-6.
Medina-Pestana J, Dielt KH, The Sirolimus Global Clinical
UTILY Trial Group. An open-label, multicentric study to
further characterize the clinical utility and safety of sirolimus
and cyclosporine combination treatment in de novo renal
allograft recipients. Am ] Transplant. 2002;2(sup 3):470
(abstract).

Kahan BD, Conti D, The Rapamune long-term extension study
group. The safety profile of long-term sirolimus treatment in
renal transplant recipients: Results from an ongoing
open-label study. Am ] Transplant. 2002;2(sup 3):396
(abstract).

Kaplan B, Qazi Y, Wellen JR. Strategies for the management of
adverse events associated with mTOR inhibitors. Transplant
Rev (Orlando). 2016;28:126-33.

Webster AC, Lee VW, Chapman JR, Craig JC. Target of
rapamyecin inhibitors (sirolimus and everolimus) for primary
immunosuppression of kidney transplant recipients: A
systematic review and meta-analysis of randomized trials.
Transplantation. 2006;81:1234-48.

Letavernier E, Legendre C. mTOR inhibitors-induced
proteinuria: mechanisms, significance, and management.
Transplant Rev (Orlando). 2008;22:125-30.

Stephany BR, Augustine JJ, Krishnamurthi V, Goldfarb DA,
Flechner SM, Braun WE, et al. Differences in proteinuria and
graft function in de novo sirolimus-based vs. calcineurin
inhibitor-based immunosuppression in live donor kidney
transplantation. Transplantation. 2006;82:

368-74.

Tedesco-Silva H Jr, Vitko S, Pascual J, Eris ], Magee JC,
Whelchel J, et al. 12-month safety and efficacy of everolimus
with reduced exposure cyclosporine in de novo renal
transplant recipients. Transpl Int. 2007;20:27-36.

Wiseman AC, McCague K, Kim Y, Geissler F, Cooper M. The
effect of everolimus versus mycophenolate upon proteinuria
following kidney transplant and relationship to graft
outcomes. Am ] Transplant. 2013;13:442-9.

Pham PT, Pham PC, Danovitch GM, Ross DJ, Gritsch HA,
Kendrick EA, et al. Sirolimus-associated pulmonary toxicity.
Transplantation. 2004;77:1215-20.

Errasti P, Izquierdo D, Martin P, Errasti M, Slon F, Romero A,
et al. Pneumonitis associated with mammalian target of

Cémo citar este articulo: Pascual J, et al. Recomendaciones para el uso de everolimus en trasplante renal de novo: falsas creencias, mitos y
realidades. Nefrologia. 2017. http://dx.doi.org/10.1016/j.nefro.2016.11.007



http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0650
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0655
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0660
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0665
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0670
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0675
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0680
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0685
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0690
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0695
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0700
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0705
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0710
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0715
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0720
dx.doi.org/10.1371/journal.pone.0135439
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0730
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0735
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0740
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0745
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0750
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0755
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0760
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0765
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0770
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0775
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0780
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0785
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0790
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0795
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0800
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0805
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810

ARTICLE IN PRESS

14

NEFROLOGIA 2017;XXX(XX):XXX-XXX

78.

79.

80.

81.

rapamycin inhibitors in renal transplant recipients: A
single-center experience. Transplant Proc. 2010;42:3053—4.
Sanchez-Fructuoso Al, Ruiz JC, Perez-Flores I, Gomez Alamillo
C, Calvo Romero N, Arias M. Comparative analysis of adverse
events requiring suspension of mTOR inhibitors: Everolimus
versus sirolimus. Transplant Proc. 2010;42:3050-2.

Baas MC, Strujik GH, Moes DJAR, van den Berk IA, Jonkers RE,
de Fijter JW, et al. Interstitial pneumonitis caused by
everolimus: A case-cohort study in renal transplant
recipients. Transplant Int. 2014;27:428-36.

Lopez P, Shand N, Tufa M, Cibrik D, Lehmkuhl H. Incidence of
interstitial lung disease with everolimus in two large,
randomized, multicenter studies in de novo heart or kidney
transplant recipients. Transplant Int. 2011; suppl s2:58
(Abstract).

Liefeldt L, Brakemeier S, Glander P, Waiser J, Lachmann N,
Scho nemann C, et al. Donor-specific HLA antibodies in a
cohort comparing everolimus with cyclosporine after kidney
transplantation. Am J Transplant. 2012;12:1192-8.

82.

83.

84.

85.

Pascual J, Arns W. Does everolimus increase donor-specific
HLA antibodies in kidney transplant recipients? Am J
Transplant. 2012;12:2561-2.

Kamar N, del Bello A, Congy-Jolivet N, Guilbeau-Frugier C,
Cardeau-Desangles I, Fort M, et al. Incidence of donor-specific
antibodies in kidney transplant patients following conversion
to an everolimus-based calcineurin inhibitor-free regimen.
Clin Transplant. 2013;27:455-62.

Gatault P, Bertrand D, Biichler M, Colosio C, Hurault de Ligny
B, Weestel PF, et al. Eight-year results of the Spiesser study, a
randomized trial comparing de novo sirolimus and
cyclosporine in renal transplantation. Transpl Int.
2016;29:41-50.

De Fijter JW, Holdaas H, @yen O, Sanders JS, Sundar S,
Bemelman FJ, et al. Early conversion from calcineurin
inhibitor to everolimus-based therapy following kidney
transplantation: Results of the randomized ELEVATE trial. Am
J Transplant. 2016. Dec 27. doi: 10.1111/ajt.14186. [Epub ahead
of print].



http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0810
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0815
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0820
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0825
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0830
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0835
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0840
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0845
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850
http://refhub.elsevier.com/S0211-6995(16)30200-4/sbref0850

	Recomendaciones para el uso de everolimus en trasplante renal de novo: falsas creencias, mitos y realidades
	¿Por qué cambiar de estrategia de inmunosupresión de novo en trasplante renal?
	Situación actual
	¿Qué resuelve la combinación IC-everolimus de novo?
	Potencia inmunosupresora y propiedades inmunomoduladoras
	Nefrotoxicidad y minimización del inhibidor de calcineurina
	Mejoría del perfil cardiovascular
	Mejoría del perfil de riesgo tumoral
	Infecciones por citomegalovirus
	Infección por virus BK

	Indicación de everolimus en combinación con dosis bajas de inhibidor de calcineurina en trasplante renal de novo

	Evidencias en el uso de novo de everolimus con inhibidor de calcineurina. Ventajas e inconvenientes
	Ensayos clínicos aleatorizados sobre el uso de everolimus y dosis reducidas de inhibidor de calcineurina en trasplante ren...
	Incidencia de rechazo agudo y eficacia de la pauta inhibidor de calcineurina reducido/imTOR
	Resultados de los estudios según el riesgo inmunológico de los receptores
	Resultados según la dosis de inhibidor de calcineurina

	Importancia de los niveles de everolimus y de tacrolimus
	Importancia de la inducción

	Falsas creencias, mitos y realidades del uso de everolimus de novo en trasplante renal
	Prevención del rechazo agudo
	Función retrasada del injerto
	Problemas de cicatrización y linfoceles
	Edema periférico
	Efectos metabólicos de difícil control
	Aftas bucales
	Efectos hematológicos
	Desarrollo de proteinuria
	Neumonitis
	Aparición de anticuerpos anti-HLA de novo

	Seguridad en el manejo. Recomendaciones para evitar complicaciones
	Contraindicaciones relativas al uso de everolimus de novo en trasplante renal
	¿Cómo utilizar la combinación durante las primeras semanas postrasplante para minimizar complicaciones?
	Manejo de complicaciones: ¿cuándo bajar dosis y cuándo retirar el fármaco?

	Conclusiones
	Conflicto de intereses
	Bibliografía


