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El dializador en el anno 2017: mucho mas que una membrana

The dialyser in the year 2017: much more than a membrane

Rafael Pérez-Garcia* y Roberto Alcazar

Servicio de Nefrologia, Hospital Infanta Leonor, Madrid, Espaiia

El dializador es el elemento central de la hemodialisis, donde
se producen el intercambio de sustancias entre la sangre y el
liquido de diélisis (LD); la ultrafiltracién (UF) y la retrofiltracién.
Desde las primeras didlisis con dializadores tubulares de colo-
didn, trinitrato de celulosa, conocido como dializador de Haas,
en 1924', la hemodidlisis y los dializadores han evolucionado
enormemente. En esta revisién nos vamos a centrar en los
cambios de los dializadores que han aparecido en las dos ulti-
mas décadas, que puede que no sean tan evidentes.

Un dializador es mas que una membrana, pero esté claro
que esta es uno de sus componentes fundamentales. Los poros
de la membrana de un dializador deben ser de un tamano
determinado, numerosos y uniformes. Esto se consigue con
la nanotecnologia?. La formacién de una capa proteica en la
membrana, al ponerse en contacto con la sangre, restringe
la eliminacién de moléculas, modificando funcionalmente los
poros®. De la aplicacién de la nanotecnologia van a depender
varias de las especificaciones que se mencionan a continua-
cién.

El coeficiente de ultrafiltracién (CUF) de un dializador
es una de las caracteristicas que mas se valoran. El CUF
y el disefio del dializador van a condicionar la retrofiltra-
cién, que no debe generar ninguna preocupacién con un LD
ultrapuro?, requisito imprescindible hoy en dia. De hecho, es
una forma de eliminar moléculas medias y grandes sin tener
que recurrir a la hemodiafiltracién (HDF). Un CUF alto, mayor
de 40 ml/mmHg/h, es un requisito de un dializador moderno.

El coeficiente de cribado (CC) debe ser alto para moléculas
medias, sin pérdidas significativas de albumina. En la hemo-
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didlisis moderna necesitamos marcadores de eliminacién de
moléculas medias y grandes. El més utilizado es el CC para
la B2 microglobulina, que deberia ser mayor de 0,6 para el
grupo EUDIAL®. En la mayoria de los dializadores modernos
es superior a 0,7. E1 CUF depende del nimero de poros y del
CC para la B2 microglobulina, de su tamano y uniformidad. Lo
anterior debe ser compatible con una minima eliminacién de
alblimina, con un CC menor de 0,01. La pérdida de albumina
hay que valorarla al inicio de la sesién y cuando se somete el
dializador a presiones transmembrana elevadas, como ocurre
en la hemodiafiltracién en linea (HDF-OL). En estas condi-
ciones la pérdida de albiumina deberia ser menor de 4g por
sesién®.

La distribucién del LD debe ser uniforme en el dializa-
dor, no debe haber circuitos preferenciales, que eviten el
contacto con los capilares. Esto se mejord incluyendo fila-
mentos intercalados, ondulando las fibras y mediante otros
artificios. Actualmente se logra con una densidad de fibras
muy alta, superior a 11.000. Con estos dializadores el flujo
del LD (Qd) 6ptimo en hemodialisis y HDF-OL esta entre 400 y
500 ml/min’~® y no tiene justificacién utilizar un Qd de 700 a
1.000 ml/min.

La eliminacién de agua y solutos de pequeiio peso
molecular ha obligado a mantener una cierta hidrofilia en
la membrana. Esto en las membranas sintéticas se logra
mediante la polivinilpirrolidona (PVP). Este compuesto esta
en las membranas sintéticas hidréfobas en mayor o menor
cantidad y mas o menos imbuido en la membrana. Su apari-
cién en el eluido podria estar en relacién con las reacciones
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alérgicas que presentan actualmente algunos pacientes con
las membranas sintéticas'®!’. El aspecto clinico mas evi-
dente de la bioincompatibilidad de los dializadores son las
reacciones adversas. Estas reacciones adversas se denominan
habitualmente como reacciones de hipersensibilidad tipos
A y B. Actualmente creemos que es mas util definirlas por
su clinica y causa. Ha habido reacciones por degranulaciéon
de los baséfilos especifica o inespecifica al 6xido de etileno
(ETO), activacién del complemento por el cuprofan y otras
membranas celulésicas, reacciones al AN-69 junto con los
IECA, entre otras. En los ultimos afios asistimos a reaccio-
nes en algunos pacientes con el uso de membranas sintéticas
con PVP, que dejan de aparecer al cambiarlos a dializado-
res de triacetato de celulosa’®'®. En la actualidad contamos
con dializadores de triacetato de celulosa asimétrico de alto
flujo, con un CUF de 87 ml/mmHg/h y grandes prestaciones
en HDF-OL'*, Los nuevos dializadores deben solucionar estas
interacciones con la sangre, ejemplo de ello ha sido la no este-
rilizacién de los dializadores con ETO. También, los materiales
de la carcasa del dializador y los necesarios para el ensam-
blaje pueden desencadenar reacciones adversas o toxicidad.
Por Gltimo se deberian eliminar otras sustancias téxicas, como
el bisfenol (BPA)'>1°,

En los ultimos afos los dializadores se han ido espe-
cializando en funcién de la técnica de didlisis. Los de alto
punto de corte (HCO), poros grandes, para eliminar la mayor
cantidad de moléculas como las cadenas ligeras de las inmu-
noglobulinas en el tratamiento del rinén de mieloma' 8.
Recientemente se han desarrollado membranas, de punto
de corte medio (MCO) (fig. 1), con capacidad de eliminacién de
moléculas como las HCO, pero capaces de retener la albumina
(fig. 2). Con estos dializadores se puede obtener una depura-
cién de moléculas medias superior que con los dializadores de
alta eficacia (high-flux [HF])*°.

Por otro lado, se han disenado dializadores para aprovechar
laretrofiltracién, como forma de depuracién por trasporte con-
vectivo interno?’, lo que se ha denominado hemodiafiltracién
interna (HDFi)?'. Una de las formas de aumentar la HDFi es
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Figura 1 - Tamano y distribucién de los poros de las
membranas.

HCO: membranas de alto punto de corte; HF: plasmafiltros y
dializadores de alta eficacia; MCO: membranas de punto de
corte medio/poros intermedios; n/no: nimero de poros de
cada tamario normalizado en tanto por uno.

aumentar la densidad de los capilares, >74%, logrando una
HDFi de 3,51/h??. Otra forma es disminuir el didmetro interno
de los capilares para aumentar las resistencias internas y
lograr mayor retrofiltracién. En esa disminucién por debajo
de 200 pm se ha llegado hasta las 180 de didmetro, como
en el dializador Theranova™. Hay que recordar que el radio
interno del capilar figura a la cuarta potencia en la ecuacién
de Hagen-Poiseuille para calcular la resistencia de la sangre
al paso por los capilares. Un dializador largo, estrecho y con
un didmetro de los capilares de 185-180 pm va a provocar una
caida de presién dentro del capilar muy grande, de alrededor
de 200mmHg para 500 de Qb. Este disefio seria el ideal para
un dializador para una hemodidlisis de muy alta eficacia, en
inglés de HD-VHEF. Estos dializadores no se recomiendan para
HDF-OL. En HDF-OL se recomiendan dializadores con un dia-
metro interno de los capilares igual o mayor de 200 pm. Asi
la empresa Fresenius (FMC™) cre6 una linea de dializadores
FXClass® especifica, como el Px800®, distinto del Fx80®. En
este numero de NEFROLOGIA se publica un estudio en el que
el Dr. Maduell et al.?? demuestran unas tasas de reduccién
de moléculas pequeinias y medianas semejantes en HDF-OL
posdilucional con autosustitucién® comparando dializadores
FX60 vs. FX600 y FX80 vs. FX800. En HDF-OL la eliminacién
de moléculas medias depende fundamentalmente del volu-
men ultrafiltrado y del CC de cada molécula. Con los dos tipos
de dializadores consiguen una depuracién semejante. El tra-
bajo esta realizado en condiciones 6ptimas, Qb 450 ml/min,
283 min de sesién con una media de 32,51 de UF por sesién. Lo
anterior significa una fraccién de filtracién media del 25,5%,
no muy alta, y con un hematocrito medio del 29%. Los dializa-
dores que se recomiendan para HDF-OL posdilucional estdn
disefiados no para lograr mas volumen de UF y mayor eli-
minacién de moléculas, sino para evitar las complicaciones
propias de la hemoconcentracién en situaciones menos favo-
rables y con fracciones de filtracién mayores, de alrededor
del 30%. Nosotros publicamos un trabajo?* comparando en
HDF-OL posdilucional 4 dializadores: FX1000®, FX800®, Poly-
flux 210H® y Elisio 210H®. Los 3 primeros con un diseno para
HDF-OL y el ultimo para HD-HF. La tasa de reduccién de la con-
centracién de las moléculas evaluadas fue semejante con los
4 dializadores, asi como el volumen ultrafiltrado. La diferencia
estuvo en el nimero de alarmas/problemas que aparecieron
en la maquina de didlisis con el Elisi0®, lo que se debié a
un aumento de la presién predializador superior en mas de
100 mmHg respecto a los otros 3 dializadores. En este trabajo
los Qb eran menores y 3 pacientes tenian un catéter como
acceso vascular. La seleccién de los dializadores idéneos para
HDF-OL ya ha sido abordada?>?°. Por tanto, no se pueden
extrapolar las conclusiones del trabajo de Maduell et al. en
condiciones de didlisis menos 6ptimas.

También se ha avanzado en la capacidad de adsorcién de
algunas membranas, como el PMMA, disminuyendo su capa-
cidad de activar las plaquetas y su trombogenicidad?’. En otros
se ha aprovechado esa capacidad adsortiva para injertar hepa-
rina y disminuir la trombogenicidad®®. Su asociacién a un LD
con citrato logra resultados prometedores evitando tener que
utilizar anticoagulacién en la HD?8,

Otros aspectos a tener en cuenta en el dializador son:
el volumen en el compartimento sanguineo, siendo éptimo
por debajo <120ml, para 2m? y volumen de sangre residual
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Microscopia
electrénica de la
superficie interna de
las membranas:

A: alta eficacia (HF)

B: punto de corte
medio (MCO)

C: alto punto de
corte (HCO)

D: plasmafiltro

Magnificacion
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Figura 2 - Microfotografia de la cara interna de los 4 tipos de membranas en funcién del tamafo de los poros: A) alta eficacia
(HF); B) punto de corte medio (MCO) (Theranova®); C) alto punto de corte (HCO); D) plasmafiltro. Magnificacién 60.000x.

<1ml. La superficie del dializador deberia estar en funcién
del Qb que se alcanza. La esterilizacién: el ETO se ha ido
desterrando como método de esterilizacién de los dializado-
res. El vapor de agua y la radiacién gamma son los métodos
mas frecuentes actualmente. Cuando valoremos los datos de
un dializador, debemos comprobar que las pruebas in vitro
deben atenerse a especificaciones estandar, como la ISO 8637:
2014.

Enla tabla 1 se enumeran las caracteristicas que nos deben
orientar en la eleccién de un dializador para una técnica de
didlisis y un paciente en concreto. Algunas de esas caracte-
risticas se pueden considerar como criterios de calidad de un
dializador.

Los avances tecnoldgicos han permitido que los dializado-
res hayan evolucionado enormemente en los dltimos afos,

Tabla 1 - Caracteristicas de un dializador recomendables

para realizar una hemodialisis o hemodiafiltracién
actual 6ptima

1. CUF alto, >40 ml/mmHg/h

2. Coeficiente de cribado para la 2 microglobulina >0,7

3. Coeficiente de cribado <0,01 para la albimina. En HDF-OL la
pérdida de albumina por sesion deberia ser <4 g

4. Alta densidad de empaquetado de los capilares, >11.000, que
permita dializar con Qd entre 400 y 500 ml/min con buen
rendimiento

5. Altas resistencias internas en hemodialisis, dializadores largos y
con diametro interno de los capilares <200 pm

6. En HDF-OL posdilucional, si se funciona con Qb limitados, Hto.
alto, FF ~ 30%, dializadores con >200 pum de didmetro interno de
los capilares. Presion prefiltro < 700 mmHg

7. Esterilizacién libre de ETO

8. Buena biocompatibilidad. Recomendable, libre de BPA y otros
téxicos y no reacciones adversas

consiguiendo que la hemodidlisis sea més eficaz, mas efi-
ciente y més segura. Al igual que estamos individualizando
la prescripcién del LD, la tendencia actual es la de adecuar
la eleccién del dializador a la técnica y a las caracteristicas
del acceso vascular de cada paciente. Se estd mejorando y se
tiene que mejorar todavia mas en la biocompatibilidad de las
membranas y dializadores para disminuir el riesgo de efectos
adversos.

Los poros funcionalmente se modifican por varios facto-
res, fundamentalmente por el contacto con la sangre y por la
presién a la que se somete la membrana.

Puntos clave

1. Los avances tecnolégicos en los dializadores permiten, hoy
dia, individualizar la eleccién del dializador a la técnicay a
las caracteristicas del acceso vascular en cada paciente.

2. De la hemodidlisis de alto flujo (HF) debemos pasar a la
hemodiafiltracién interna (HDFi). La HDFi no se debe con-
siderar un competidor de la hemodiafiltracién en linea
(HDF-OL), seria una alternativa para aplicar las ventajas
del trasporte convectivo a pacientes no susceptibles de
HDF-OL, implicaria menos requerimientos técnicos y un
menor coste. Estdn por demostrar sus beneficios a nivel
clinico.

3. La HDF-OL en situaciones no 6ptimas y con fracciones de
filtracién del 30% precisan de dializadores especificos.

4. Los dializadores actuales deben evitar las reacciones adver-
sas, incluyendo las reacciones de hipersensibilidad y
téxicas. Deben seguir mejorando su biocompatibilidad.

5. Enla HDFiy en la HDF-OL las pérdidas de albiumina deben
ser pequenas, en todo caso con coeficientes de cribado (CC)
menores de 0,01 y menores de 4 g por sesion.



NEFROLOGIA2018;38(1):4-7 7

BIBLIOGRAFTA

10.

11.

12.

13.

14.

. Haas G. Versuche der Blutauswaschung am Lebenden mit

Hilfe der Dialyse. Klin Woechenschrift,. 1925;4:13.

. Ronco C, Breuer B, Bowry SK. Hemodialysis membranes for

high-volume hemodialytic therapies: The application of
nanotechnology. Hemodial Int. 2006;10:48-50.

. Boschetti-de-Fierro A, Voigt M, Storr M, Krause B. MCO

membranes: Enhances selectivity in high-flux class. Sci Rep.
2015;5:18448, http://dx.doi.org/10.1038/srep18448.

. Pérez-Garcia R, Garcia Maset R, Gonzalez Parra E, Solozabal

Campos C, Ramirez Chamond R, Martin-Rabadén b, et al.,
Comisién de Expertos de la Sociedad Espaiiola de Nefrologia
para la creacién de la segunda edicién de la Guia de gestién
de calidad del liquido de didlisis. Guia de gestién de calidad
del liquido de diélisis (LD) (segunda edicién, 2015). Nefrologia.
2016;36:e1-52.

. Tattersall JE, Ward RA, EUDIAL group. Online

haemodiafiltration: Definition, dose quantification and safety
revisited. Nephrol Dial Transplant. 2013;28:542-50.

. Gayrard N, Ficheux A, Duranton F, Guzman C, Szwarc I,

Bismuth-Mondolfo J, et al. Influence of high convection
volumes in removal performances of on-line
haemodiafiltration (HDF). Nephrol Dial Transplant. 2013;28
Suppl. 1:i30-2.

. Albalate M, Pérez-Garcia R, de Sequera P, Corchete E, Alcazar

R, Ortega M, et al. Is it useful to increase dialysate flow rate to
improve the delivered Kt? BMC Nephrol. 2015;16:20.

. Albalate M, de Sequera P, Pérez-Garcia R, Corchete E, Alcazar

R, Ortega M, et al. ;Cudl es el flujo de bafio éptimo en la
hemodiafiltracién on-line posdilucional? Nefrologia.
2015;35:533-8.

. Maduell F, Ojeda R, Arias-Guillén M, Fontseré N, Vera M,

Mass6 E, et al. Optimization of dialysate flow in on-line
hemodiafiltration. Nefrologia. 2015;35:473-8.

Namekawa K, Matsuda M, Fukuda M, Kaneko A, Sakai K.
Poly(N-vinyl-2-pyrrolidone) elution from polysulfone dialysis
membranes by varying solvent and wall shear stress. J Artif
Organs. 2012;15:185-92.

Konishi S, Fukunaga A, Yamashita H, Miyata M, Usami M.
Eluted substances from hemodialysis membranes elicit
positive skin prick tests in bioincompatible patients. Artif
Organs. 2015;39:343-51.

Alvarez-de Lara MA, Martin-Malo A. Hypersensitivity
reactions to synthetic haemodialysis membranes — an
emerging issue? Nefrologia. 2014;34:698-702.
Sanchez-Villanueva RJ, Gonzalez E, Quirce S, Diaz R, Alvarez
L, Menéndez D, et al. Hypersensitivity reactions to synthetic
haemodialysis membranes. Nefrologia. 2014;34:520-5.
Albalate M, Martinez Miguel P, Bohorquez I, de Sequera P,
Bouarich H, Ramirez R, et al. Efecto del triacetato de celulosa

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

asimétrico (Solacea®) en hemodiafiltracién on line (HDF Ol),
sobre monocitos inflamatorios. Nefrologia. 2016;36 Supl. 1:70.
Bosch-Panadero E, Mas S, Sanchez-Ospina D, Camarero V,
Pérez-Gémez MV, Saez-Calero I, et al. The choice of
hemodialysis membrane affects bisphenol A levels in blood. ]
Am Soc Nephrol. 2016;27:1566-74.

Neri M. Bisphenol A in hemodialysis patient: An open
question. Blood Purif. 2016;42:75-6.

Curti A, Schwarz A, Trachsler ], Tomonaga Y, Ambiihl PM.
Therapeutic efficacy and cost effectiveness of high cut-off
dialyzers compared to conventional dialysis in patients with
cast nephropathy. PLoS One. 2016;11:e0159942.

Martin-Reyes G, Toledo-Rojas R, Torres-de Rueda A,
Sola-Moyano E, Blanca-Martos L, Fuentes-Sanchez L, et al.
Tratamiento con hemodialisis del fracaso renal agudo en el
mieloma multiple con filtros de alto poro (high cut-off).
Nefrologia. 2012;32:35-43.

Kirsch AH, Lyko R, Nilsson LG, Beck W, Amdahl M, Lechner P,
et al. Performance of hemodialysis with novel medium
cut-off dialyzers. Nephrol Dial Transplant. 2017;32:165-72.
Kyungsoo L, Lee K, Jeong JH, Mun CH, Lee SR, Yoo KJ, et al.
Convection-enhanced high-flux hemodialysis. Artif Organs.
2007;31:653-8.

Fiore GB, Ronco C. Principles and practice of internal
hemodiafiltration. Contrib Nephrol. 2007;158:177-84.

Tomo T, Matsuyama M, Nakata T, Kadota J, Toma S, Koga N,
et al. Effect of high fiber density ratio polysulfone dialyzer on
protein removal. Blood Purif. 2008;26:347-53.

Maduell F, Ojeda R, Belmar L, Munguia P, Sango C,
Martinez-Diaz Al, et al. Valoracién del didmetro interno del
dializador en hemodiafiltracién on-line. Nefrologia.

Albalate Ramoén M, Pérez Garcia R, de Sequera Ortiz P, Alcazar
Arroyo R, Corchete Prats E, Puerta Carretero M, et al. Sistema
Ultracontrol® en la clinica diaria de la hemodiafiltracién en
linea posdilucional: volumen de infusién alcanzado y
aplicabilidad con distintos dializadores. Nefrologia.
2011;31:683-9.

Le Roy F, Hanoy M, Bertrand D, Freguin C, Grange S, Godin M.
Dépuration de la Beta2-microglobuline et pertes dalbumine
en HDF post-dilution: effect membrane. EDTA. 2009. Sa400.
Potier ], Queffeulou G, Bouet J. Are all dialyzers compatible
with the convective volumes suggested for postdilution
online hemodiafiltration? Int J Artif Organs. 2016;39:460-70.
Oshihara W, Fujieda H, Ueno Y. A new Poly(methyl
methacrylate) membrane Sialyzer NF, with adsorptive and
antithrombotic properties. Contrib Nephrol. 2017;189:

230-6.

Meijers B, Metalidis C, Vanhove T, Poesen R, Kuypers D,
Evenepoel P. A noninferiority trial comparing a
heparin-grafted membrane plus citrate-containing dialysate
versus regional citrate anticoagulation: Results of the CiTED
study. Nephrol Dial Transplant. 2017;32:707-14.


http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0145
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0150
dx.doi.org/10.1038/srep18448
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0160
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0165
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0170
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0175
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0180
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0185
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0190
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0195
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0200
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0205
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0210
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0215
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0220
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0225
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0230
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0235
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0240
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0245
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0250
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0260
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0265
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0270
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0275
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280
http://refhub.elsevier.com/S0211-6995(17)30177-7/sbref0280

	El dializador en el año 2017: mucho más que una membrana
	Puntos clave
	Bibliografía


