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PALABRAS CLAVE Resumen Cada dia se dispone de mayores evidencias cientificas sobre el papel protector de
Dieta mediterranea; la dieta mediterranea en la prevencion primaria de estas enfermedades. Los Ultimos resultados
Nutricion; del estudio PREDIMED (PREvencion con Dleta MEDiterranea), que ha incluido 7.447 participantes

Enfermedad
cardiovascular;
Riesgo vascular;

con alto riesgo vascular seguidos una media de 5afos, confirman que una intervencion con
dieta mediterranea suplementada con aceite de oliva virgen extra o frutos secos reduce en
un 30% el riesgo de padecer una complicacion cardiovascular (infarto de miocardio, ictus o

Diabetes muerte cardiovascular). Este efecto protector se atribuye a que la dieta mediterranea mejora
el metabolismo de la glucosa, reduce la presion arterial, mejora el perfil lipidico y disminuye
los marcadores de oxidacion e inflamacion relacionados con la arteriosclerosis. Estos efectos
son independientes de los polimorfismos de los principales genes implicados en los cambios
lipidicos o la respuesta inflamatoria, lo que confirma la eficacia de la dieta mediterranea en la
prevencion de las enfermedades cardiovasculares y los principales factores de riesgo vascular,
incluida la diabetes.
© 2013 Sociedad Espafola de Diabetes. Publicado por Elsevier Espafa, S.L. Todos los derechos
reservados.

KEYWORDS What we have learnt and what we still have to learn from the PREDIMED study

Mediterranean diet;

Nutrition; Abstract Several observational cohort studies and a secondary prevention trial have shown a

Cardiovascular protective effect of a Mediterranean diet on cardiovascular disease. The latest results of the

disease; PREDIMED study (PREvencion con Dleta MEDiterranea), which included 7,447 high cardiovascular

Vascular risk; risk participants followed up for a mean of 5years, have confirmed that a Mediterranean diet

Diabetes supplemented with extra-virgin olive oil or nuts reduced the incidence of cardiovascular events

by 30%. This protective effect of the Mediterranean diet has been attributed to their actions on
insulin sensitivity, blood pressure, lipid profile, oxidative stress, and inflammatory biomarkers
related to atherosclerosis. These effects are independent of polymorphisms related to lipid
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changes or inflammatory response, a fact that confirms that Mediterranean diet is a useful tool
in the prevention of cardiovascular disease and its main risk factors, including diabetes.
© 2013 Sociedad Espanola de Diabetes. Published by Elsevier Espafa, S.L. All rights reserved.

Introduccion

La primera causa de morbimortalidad en el siglo xxi continta
siendo la enfermedad cardiovascular, y segun las previsio-
nes de la Organizacion Mundial de la Salud, la enfermedad
coronaria y los accidentes vasculares cerebrales continua-
ran siendo la principal causa de muerte en el afio 2030". Sin
embargo, esta epidemia podria limitarse con un retorno de
la sociedad a un estilo de vida y una alimentaciéon mas sanos,
como, por ejemplo la dieta mediterranea?. En este contexto
merece destacarse el creciente interés por este tipo de
patron de alimentacion en la literatura médica. De hecho, el
numero anual de publicaciones sobre el tema ha aumentado
de menos de 10 en 1985 a cerca de 300 en 2012. No obstante,
la mayoria de estos articulos cientificos se basan en estudios
observacionales (ecologicos, transversales o caso-control),
cuando el mayor grado de evidencia cientifica se logra con
estudios aleatorizados de intervencion. Asimismo, numero-
sos ensayos clinicos han estudiado los efectos de esta dieta
o de sus principales componentes sobre variables interme-
dias de riesgo vascular, como presion arterial, perfil lipidico,
resistencia a la insulina o funcién endotelial?, hecho que ha
anadido plausibilidad a los resultados de los estudios epide-
mioldgicos al poner de manifiesto los posibles mecanismos
de proteccion cardiovascular de la dieta mediterranea. No
obstante, en la era de la medicina basada en la evidencia las
recomendaciones nutricionales deberian basarse en resulta-
dos de grandes estudios aleatorizados de intervencion en
los que se hayan valorado variables finales del maximo peso
especifico, como mortalidad de causa cardiovascular, infarto
de miocardio o accidentes vasculares cerebrales, con lo que
se conseguiria que las recomendaciones que se deriven ten-
gan el mayor grado de evidencia cientifica y, por lo tanto,
menor probabilidad de error.

Definicion de dieta mediterranea

La dieta mediterranea se define como el patrén de alimen-
tacion propio de los paises del area mediterranea donde
crecen los olivos (Grecia, sur de Italia y Espana) de finales de
la década de los cincuenta y principios de los sesenta. Aun-
que no existe una dieta mediterranea Unica, se considera
que sus principales caracteristicas son las siguientes: a)un
alto consumo de grasas (incluso superior al 40% de la energia
total), principalmente en forma de aceite de oliva (mas del
20% de la energia total); b) un consumo elevado de cereales
no refinados, fruta, verdura, legumbres y frutos secos; c)
un consumo moderado-alto de pescado;d) un consumo
moderado-bajo de carne blanca (aves y conejo) y produc-
tos lacteos, principalmente en forma de yogur o queso
fresco; e)un bajo consumo de carne roja y productos

derivados de la carne, y f)un consumo moderado
de vino con las comidas??. Este patron alimentario y
las proporciones de los distintos alimentos que lo compo-
nen se muestra graficamente en forma de una «piramide
alimentaria» que se va actualizando (fig. 1)*. Este patron
dietético proporciona un perfil nutricional que relne
alimentos ricos en polifenoles, acido alfa-linolénico, fibra
y vitaminas (p. €j., acido folico y antioxidantes naturales),
una relacion alta entre grasa monoinsaturada y saturada, un
consumo moderado de alcohol en forma de vino o cerveza,
y un aporte bajo de proteinas de origen animal. Merece
también destacarse que esta piramide de alimentacion
incluye otros aspectos relacionados con habitos de vida,
como el ejercicio fisico, la sociabilidad y el compartir la
mesa con familiares y amigos.

Dieta y prevencion de las enfermedades
cronicas

Se estima que las enfermedades cronicas son respon-
sables de mas del 40% de las muertes en los paises
desarrollados’. Este grupo de enfermedades incluyen prin-
cipalmente patologias como la enfermedad coronaria, los
accidentes vasculares cerebrales, la diabetes mellitus y
los canceres de pulmoén, colorrectal, de mama y de esto-
mago. Existen numerosas evidencias cientificas que sugieren
que todas estas enfermedades son, en gran medida, pre-
venibles con medidas higiénicas y dietéticas®??, de ahi
las recomendaciones de numerosas sociedades cientificas y
organismos oficiales dirigidas a lograr y mantener una dieta
saludable y un estilo de vida sano. Este tipo de medidas
deberian ser siempre la base de toda prevencion y el primer
escalon del tratamiento de muchas de estas enfermeda-
des. Aunque esto parezca evidente, la realidad espafola
es muy distinta, puesto que en la practica tales medidas
se posponen o se obvian frecuentemente?*?>. En concreto,
tanto en el ambito de la atencion primaria como en el de
la medicina especializada, los tratamientos preventivos mas
utilizados son los basados en farmacos, como hipolipemian-
tes, antihipertensivos u otros, en vez de dar prioridad a la
educacion para modificar los estilos de vida poco saludables.
Sin negar la eficacia de estos farmacos, la postergacion de la
prevencion primaria con medidas higiénico-dietéticas, ade-
mas de incrementar enormemente el gasto farmacéutico,
no alcanza la efectividad deseada porque se suele llegar
tarde?*. Un uso mas extenso de medidas higiénico-dietéticas
no solo disminuiria el gasto sanitario, sino que también
lograria la reduccion de comorbilidades y efectos adversos
que se derivan del amplio uso que se da a los farmacos.

A pesar de que sabemos que las recomendaciones ofi-
ciales deberian basarse en los resultados positivos de
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Figura 1

ensayos clinicos de gran envergadura que hayan evaluado
episodios «duros» (hard end-points) como variable final,
casi no existen ensayos de este tipo basados en los efectos
sobre episodios clinicos como casos incidentes de enfer-
medad cardiovascular, cancer o diabetes, para la medida
higiénico-dietética mas importante: el seguimiento de una
dieta saludable.

Afortunadamente en Espana, gracias a las estructuras
de investigacion cooperativa del gobierno espaiiol, se pudo
poner en marcha un gran ensayo aleatorizado de interven-
cion nutricional, el estudio PREDIMED (PREvencion con Dleta
MEDiterranea)?. Se trata de un gran ensayo de campo alea-
torizado que pretendia demostrar con la evidencia cientifica
de la maxima calidad que una dieta saludable como es la
dieta mediterranea previene realmente las enfermedades
mas prevalentes en nuestro entorno como son las enferme-
dades cardiovasculares y sus principales factores de riesgo,
incluida la diabetes mellitus.

Dieta y enfermedad cardiovascular

A pesar de estar nuestra época marcada por la «medicina
basada en la evidencia», resulta paradojico que tanto en las
guias alimentarias y recomendaciones poblacionales gene-
rales, como en la practica clinica habitual, se haya abogado
por el objetivo de disminuir el consumo de grasas totales
como paradigma de dieta saludable?’. Sin embargo, actual-
mente no existe suficiente evidencia cientifica como para
recomendar la reduccion de todas las grasas como rea-
liza el National Cholesterol Education Program (NCEP) de
Estados Unidos. Ademas, se trata de una estrategia que
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resulta mucho mas dificil de mantener en el tiempo. Resulta
asimismo sorprendente que todavia algunas sociedades cien-
tificas defiendan este tipo de dieta a pesar de los resultados
del ensayo mas importante jamas realizado, el Women’s
Health Initiative Dietary Modification Trial?®. Se trata de
un ensayo clinico de gran envergadura en el que se incluye-
ron 48.835 mujeres que fueron asignadas aleatoriamente a
una dieta baja en grasas o a un grupo control, y que fueron
seguidas durante una media de 8,1 afos. La intervencion se
enfoco a la utilizacion de patrones alimentarios completos
como medida de intervencion, una dieta baja en todo tipo
de grasa. Su resultado no fue el esperado. Tras observar
3.445 episodios cardiovasculares mayores, no se evidencio
que esta dieta redujese ni el riesgo de enfermedad corona-
ria, ni el de ictus, ni el de enfermedad cardiovascular total.
Estos resultados son consistentes con los datos obtenidos de
estudios observacionales previos*>. Asi pues, se deduce que
la clave para la reduccion del riesgo cardiovascular no radica
en una reduccion de la ingesta total de grasas.

En cambio, un patréon alimentario tipo mediterraneo,
rico en grasas de origen vegetal, constituye un modelo
excelente de dieta saludable y, como resulta mucho mas
apetecible, es mas facil de mantener en el tiempo. Ade-
mas, no hay que olvidar que una dieta baja en todo tipo de
grasa puede llegar a ser, incluso, contraproducente. Si se
reduce excesivamente la ingesta de grasa, la fuente princi-
pal de energia pasan a ser los hidratos de carbono y, dada
la abundante disponibilidad de alimentos ricos en hidratos
de carbono refinados en nuestro medio, con una alta carga
glucémica, las dietas ricas en hidratos de carbono? conlle-
van un aumento del riesgo de desarrollo de resistencia a la
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insulina y de diabetes, 2 factores muy importantes de riesgo
vascular.

En muchas revisiones sobre dieta y riesgo de enferme-
dad cardiovascular®® se resaltan, por encima de cualquier
medida dirigida a reducir la ingesta total de grasa, los patro-
nes ricos en grasas monoinsaturadas como fuente principal
de lipidos, abundantes en cereales integrales como fuente
principal de hidratos de carbono, y que incluyan una ingesta
elevada de frutas, verduras, y alimentos ricos en acidos gra-
sos omega-3 (pescado), como la dieta mediterranea, ya que
el consumo de estos alimentos y nutrientes parece ejercer
un mayor efecto protector frente a la cardiopatia isquémica
y los accidentes vasculares cerebrales, que otros patrones
como una dieta baja en grasa. Sin embargo, estas conclusio-
nes se basan en los resultados de estudios observacionales y
no en los resultados de grandes ensayos de prevencion pri-
maria con «episodios duros» (hard end-points) como variable
final de analisis principal.

En Grecia, pais que tradicionalmente ha consumido una
dieta rica en grasas monoinsaturadas, frutas y verduras pero
baja en carnicos, similar a lo que es tradicional en la cocina
espafiola, un estudio de una gran cohorte'® observé un papel
protector de la dieta mediterranea frente a mortalidad
total, enfermedad cardiovascular y cancer. Este hallazgo
también ha sido observado en otros estudios de cohor-
tes, que se han integrado en 2 metaanalisis publicados en
2010%3%, y confirma el papel protector de la dieta medi-
terranea sobre mortalidad total, mortalidad cardiovascular
y por cancer referido en varios estudios observaciona-
les.

En nuestro pais, un estudio de casos y controles encon-
tro que el seguimiento de un patréon alimentario rico en
aceite de oliva, fibra, frutas, verduras, legumbres, pescado
y alcohol pero pobre en productos carnicos y alimentos con
elevada carga glucémica prevenia la ocurrencia de infarto
agudo de miocardio''. Posteriormente, 2 estudios de cohor-
tes observacionales han confirmado la asociacion inversa
entre adherencia a la dieta mediterranea y reduccion del
riesgo cardiovascular también en Espafa3’32,

No obstante, como estos resultados se han obtenido de
estudios observacionales, el siguiente paso en la medicina
basada en la evidencia es la realizacion de estudios aleato-
rizados de intervencion, ya que aportan un mayor grado de
evidencia cientifica. A este respecto, merece destacarse el
ensayo francés Lyon Diet Heart Study'*, que demostro la efi-
cacia de este patron alimentario en la prevencion secundaria
de la enfermedad cardiovascular. Sin embargo, a pesar de
tratarse de un ensayo aleatorizado abundantemente refe-
renciado, presenta graves limitaciones metodoldgicas® que
limitan su utilidad como base de las recomendaciones en
salud pulblica. Estas limitaciones se refieren a que: a)solo
es aplicable para prevencion secundaria, pues analizo los
re-infartos y muertes coronarias en pacientes que ya habian
sufrido un episodio coronario; b)la fuente de grasa que
se empled (acido linolénico administrado en forma de una
margarina a base de aceite de canola) es peculiar y no se
encuentra comercializada ni disponible para el publico; c) la
dieta del grupo control era mas rica en grasa que la del
grupo de intervencion; d) el tamano muestral era reducido y,
en consecuencia, el nimero de episodios fue relativamente
bajo (14 episodios en un grupo y 44 en otro), y e) la valora-
cion dietética durante el seguimiento no fue completa.

Era necesario, por tanto, ensayar otro tipo de interven-
ciones con dieta mediterranea para cubrir esta importante
laguna de conocimientos.

El estudio PREDIMED

El ensayo clinico PREDIMED se disend para demostrar con el
maximo nivel de evidencia cientifica los efectos de una
dieta mediterranea tradicional en la prevencion primaria
de la enfermedad cardiovascular?®34. En total se incluyeron
7.447 participantes, de edad entre 55 y 80anos (varones)
o 60 y 80ainos (mujeres) y sin manifestaciones clinicas
de enfermedad cardiovascular en el momento de la inclu-
sion, pero con una alta probabilidad de presentarlas, ya
que se trataba de sujetos con alto riesgo vascular. Apro-
ximadamente la mitad presentaban diabetes mellitus, y
la otra mitad, 3 o mas factores de riesgo vascular (taba-
quismo, hipertension arterial, dislipidemia —colesterol LDL
elevado y/o colesterol HDL bajo—, sobrepeso u obesidad,
o historia familiar de cardiopatia isquémica precoz). Estos
participantes se asignaron de forma aleatoria a 3 grupos
de intervencion dietética: una dieta mediterranea suple-
mentada con aceite de oliva virgen (2.487 participantes),
una dieta mediterranea suplementada con frutos secos
(2.396 participantes) o una dieta baja en todo tipo de grasa
(2.349 participantes). A todos ellos se les convocé a una
sesion individual y grupal con una dietista cada 3 meses y
fueron evaluados anualmente. El estudio se inicié en el afo
2003 y finalizo a finales de 2011, con lo que se consigui6 un
seguimiento medio de los participantes de 6 anos.

Tras la visita basal, todos los participantes fueron entre-
vistados por una dietista del PREDIMED, entrevista que
incluyé: a)una valoracion simplificada de la adherencia al
patron tradicional de dieta mediterranea con una escala
validada de 14 puntos; b)administracion de recomendacio-
nes para seguir una dieta mediterranea o una dieta baja en
grasa (guias de la American Heart Association [AHA] y del
NCEP, Adult Treatment Panel Il [ATP ll1]); c) entrega de folle-
tos con recomendaciones escritas para el seguimiento de la
dieta correspondiente, que incluia un listado de la cesta de
la compra adaptado a la estacion del aio y 14mends que
sirvieran de ejemplo de la dieta que se recomendaba, y
d) intervencion individual en funcion de los resultados del
cuestionario de 14 puntos en la que el participante recibia
consejos personalizados de los cambios que debia introducir
en su alimentacion dirigidos a la adquisicion de un patrén
de dieta mediterranea tradicional o de dieta baja en grasa.
Los participantes asignados al grupo de dieta mediterranea
suplementada con aceite de oliva virgen extra recibian un
folleto adicional con los beneficios para la salud, el uso y
conservacion del aceite, mientras que los asignados al grupo
dieta mediterranea suplementada con frutos secos recibian
informacion sobre los 3 tipos de frutos secos usados en el
ensayo (ver www.predimed.org).

En el grupo dieta mediterranea y aceite de oliva el
objetivo era consumir >40g/dia de aceite de oliva virgen
extra, porque este es el consumo medio que se ha visto
protector en paises con una incidencia baja de enferme-
dad cardiovascular3>:3¢. Los participantes pertenecientes al
grupo dieta mediterranea y frutos secos recibieron nue-
ces, avellanas y almendras. Como se dispone de evidencia
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acerca de un efecto cardioprotector de alimentos ricos en
acido alfa-linolénico, especialmente presente en las nueces,
el aporte de nueces es mayor®. A pesar de que los ensa-
yos de campo nutricionales a corto plazo® empleen dosis
de 50g/dia o aun mayores, una ingesta media de 30g/dia
parece ser mas aceptable para un consumo a largo plazo
durante 4 a 6 afnos. Los efectos beneficiosos anadidos de una
ingesta a largo plazo a dosis similares o menores probable-
mente sean el origen de la proteccion frente a cardiopatia
isquémica que se observa en estudios epidemioldgicos®*42.

Los participantes incluidos en el PREDIMED fueron eva-
luados anualmente, momento en el que se les repetian las
mismas mediciones y exploraciones realizadas en la visita
inicial. El objetivo principal del estudio era la valoracion de
la eficacia de la dieta mediterranea en la prevencion de un
agregado que incluia como variables primarias la mortali-
dad cardiovascular, el infarto de miocardio y el accidente
vascular cerebral. Otras variables que se consideran como
resultados con caracter secundario (secondary end-points)
son la incidencia de cancer (de mama, colorrectal, de pul-
mon y gastrico), diabetes y mortalidad global. También se
valoraron los efectos sobre la presion arterial, la adiposidad,
la glucemia, el perfil lipidico y los marcadores sistémicos de
enfermedad cardiovascular.

Dieta mediterranea y diabetes

Como la diabetes es una de las epidemias del siglo xxi, se
planteo valorar los efectos de la dieta mediterranea en la
prevencion de esta enfermedad. Asi, se planteo el estudio
de 418 participantes no diabéticos. A los 5afos, la inciden-
cia de diabetes en los 3grupos (dieta mediterranea mas
aceite, dieta mediterranea mas frutos secos y dieta baja en
grasa) fue del 10,1% (IC: 5,1-15,1), del 11,0% (5,9-16,1) y del
17,9% (11,4-24,4), respectivamente. Las razones de riesgo
(hazard ratios [HR]) ajustadas fueron de 0,49 (0,25-0,97)
y 0,48 (0,24-0,96) para los 2 grupos de dieta mediterranea
mas aceite y frutos secos, respectivamente, comparado con
el grupo control. En otras palabras, la incidencia de diabe-
tes en los 2 grupos de dieta mediterranea se redujo en un
52% (27-86) comparado con el grupo de dieta baja en grasa
(fig. 2). Estos cambios se observaron en ausencia de varia-
ciones en el peso corporal y sin cambios significativos en la
actividad fisica. Asi pues, parece que una intervencion con
dieta mediterranea es un instrumento altamente eficaz en la
prevencion de diabetes en sujetos con alto riesgo vascular®.

Dieta mediterranea y otros factores de riesgo
vascular

Asimismo, al inicio se realizd un estudio piloto con
772 participantes y pudo comprobarse que una intervencion
con una dieta mediterranea mas aceite y frutos secos a
los 3meses reducia la presion arterial, mejoraba el perfil
lipidico (con aumento del colesterol HDL y reduccion del
colesterol LDL) y disminuia los marcadores de inflamacion
relacionados con la arteriosclerosis?®. También se observo
un incremento de la ApoA-1 y una reduccion de la ApoB
y de la relacion ApoB/ApoA-1. En estudios posteriores se
comprobo, ademas, que esta intervencion también reducia
la concentracion plasmatica de colesterol LDL oxidada* y
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Figura 2 Diferencias en el periodo libre de enfermedad (inci-
dencia de diabetes) en los 3 grupos de intervencion del estudio
PREDIMED (modelo de regresion de Cox). Obsérvese que la inci-
dencia de nuevos casos de diabetes es mucho menor (mayor
periodo libre de enfermedad) en el grupo del dieta mediterra-
nea suplementada con aceite de oliva virgen extra (a) (linea
verde) y en el grupo de dieta mediterranea suplementado con
frutos secos (b) (linea marrén) que en el grupo control (c) (linea
azul).

otros marcadores sistémicos de oxidacion, asi como los para-
metros inflamatorios celulares y séricos relacionados con la
aparicion y la progresion de la arteriosclerosis®®. Al afo de
intervencion se comprob6 que una dieta mediterranea mas
aceite o frutos secos, ademas de reducir la presion arterial
en los sujetos hipertensos, provoca cambios en la composi-
cion lipidica y propiedades estructurales de las membranas
de los eritrocitos. Paralelamente también se observéd una
reduccion en la incidencia de nuevos casos de sindrome
metabdlico, junto con una regresion de este sindrome en
ambos grupos de dieta mediterranea, pero en este caso
el efecto fue mayor en el grupo suplementado con frutos
secos*. Estos efectos eran independientes de los polimor-
fismos de los principales genes implicados en los cambios
lipidicos o la respuesta inflamatoria®’.

Dieta mediterranea e incidencia de
complicaciones cardiovasculares

Vistos los efectos de la intervencion con dieta mediterra-
nea sobre todos los factores de riesgo vascular, comparado
con los observados con una dieta baja en grasa, cabia
esperar también un efecto protector sobe la incidencia de
complicaciones cardiovasculares. Y asi fue. Los grupos que
siguieron una dieta mediterranea mas aceite o frutos secos
presentaron una reduccion del riesgo absoluto de aproxi-
madamente 3 complicaciones cardiovasculares mayores por
1.000 personas-afno, lo que supone una reduccion del riesgo
relativo de aproximadamente un 30%. En concreto, las HR
ajustadas fueron de 0,70 (IC: 0,54-0,92) y 0,72 (IC: 0,54-
0,96) para el grupo asignado a dieta mediterranea mas
aceite y el grupo asignado a dieta mediterranea mas fru-
tos secos, respectivamente, versus el grupo control (fig. 3).
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0.05- Med diet, nuts
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Incidencia de complicaciones

Afos

Figura 3 Incidencia de complicaciones cardiovasculares en
los 7.447 participantes en el estudio PREDIMED segln analisis
de estimaciones de Kaplan-Meier. La variable final analizada
es un agregado de complicaciones cardiovasculares que incluye
muerte de causa cardiovascular, infarto de miocardio y/o acci-
dente vascular cerebral.

Hazard ratios estratificados por centro (modelo de Cox).
MeDiet indica dieta mediterranea; EVOO, aceite de oliva virgen
extra; nuts, frutos secos, y control diet, dieta control.

Hazard ratios (IC95%): EVOO, 0,70 (0,53-0,91); p=0,009. Nuts:
0,70 (0,53-0,94); p=0,016.

Modificado de Estruch et al.*®

Se concluyd que los resultados de este estudio demuestran
de forma concluyente que la dieta mediterranea es muy
eficaz en la prevencion de la enfermedad cardiovascular®®.
Hasta ahora el Unico ensayo aleatorizado que ha estudiado
el efecto a largo plazo de un programa de estilo de vida,
dirigido a la reduccion de peso en adultos obesos usando
como desenlace los episodios clinicos de enfermedad car-
diovascular y la mortalidad, es el ensayo Look AHEAD®. Este
ensayo, que incluy6 a 5.145 participantes®®, concluyé pre-
maturamente en octubre de 2012 por falta de eficacia. A
diferencia del PREDIMED, el ensayo Look AHEAD incluyo solo
a sujetos diabéticos y se basaba en el paradigma de «dieta
baja en grasa» (<30% de la ingesta energética total, <10%
de grasa saturada), que es en cierto modo opuesto al para-
digma que se ha usado en el ensayo PREDIMED*, basado en
alimentos beneficiosos ricos en grasa (aceite de oliva virgen
y frutos secos).

Conclusiones

Demostrada la eficacia de un patron de dieta mediterra-
nea en la prevencion de la enfermedad cardiovascular y
sus principales factores de riesgo, tal vez deberia dedi-
carse mayor atencion las medidas higiénico-dietéticas en
nuestra practica clinica. Son pocos los farmacos capaces de
conseguir reducciones cercanas al 30% en la incidencia
de complicaciones cardiovasculares mayores como la conse-
guida con una intervencion con dieta mediterranea. Cabria,
pues, plantearse la aplicacion de un programa de preven-
cién cardiovascular con una intervencién dietética similar
a la utilizada en el estudio PREDIMED en nuestras consul-
tas médicas. En este programa podria contarse con la ayuda
de dietistas y/o enfermeras que educaran a los pacientes a
seguir una dieta mediterranea tradicional, complementada

con una intervencion activa dirigida a incrementar su activi-
dad fisica. Puede que un uso mas extenso de estas medidas
higiénico-dietéticas no solo disminuyera el gasto sanitario,
sino que también lograra la reduccion de comorbilidades y
efectos adversos que se derivan del amplio uso que se da a
los farmacos.

Bibliografia

1. Mathers CD, Loncar D. Projections of global mortality and bur-
den of disease from 2002 to 2030. PLoS Medicine. 2006;3:e442.

2. Serra-Majem L, Roman B, Estruch R. Scientific evidence of inter-
ventions using the Mediterranean diet: A systematic review.
Nutr Rev. 2006;64:527-47.

3. Sofi F, Abbate R, Gensini GF, Casini A. Accruing evidence on
benefits of adherence to the Mediterranean diet on health: An
updated systematic review and meta-analysis. Am J Clin Nutr.
2010;92:1189-96.

4. Bach-Faig A, Berry EM, Lairon D, Reguant J, Trichopoulou A,
Dernini S, et al. Mediterranean diet pyramid today. Science and
cultural updates. Public Health Nutr. 2011;14:2274-84.

5. Lopez AD, Mathers CD, Ezzati M, Jamison DT, Murray CJ.
Global and regional burden of disease and risk factors,
2001: Systematic analysis of population health data. Lancet.
2006;367:1747-57.

6. Stampfer MJ, Hu FB, Manson JE, Rimm EB, Willett WC. Primary
prevention of coronary heart disease in women through diet and
lifestyle. N Engl J Med. 2000;343:16-22.

7. Ascherio A, Rimm EB, Giovannucci EL, Spiegelman D,
Stampfer M, Willett WC. Dietary fat and risk of coronary heart
disease in men: Cohort follow up study in the United States.
BMJ. 1996;313:84-90.

8. Hu FB, Stampfer MJ, Manson JE, Rimm E, Colditz GA, Rosner BA,
et al. Dietary fat intake and the risk of coronary heart disease
in women. N Engl J Med. 1997;337:1491-9.

9. Oh K, Hu FB, Manson JE, Stampfer MJ, Willett WC. Dietary
fat intake and risk of coronary heart disease in women: 20
years of follow-up of the Nurses’ Health Study. Am J Epidemiol.
2005;161:672-9.

10. Trichopoulou A, Costacou T, Bamia C, Trichopoulos D. Adherence
to a Mediterranean diet and survival in a Greek population. N
Engl J Med. 2003;348:2599-608.

11. Martinez-Gonzalez MA, Fernandez-Jarne E, Serrano-Martinez M,
Marti A, Martinez JA, Martin-Moreno JM. Mediterranean diet and
reduction in the risk of a first acute myocardial infarction: An
operational healthy dietary score. Eur J Nutr. 2002;41:153-60.

12. Michels KB, Giovannucci E, Chan AT, Singhania R, Fuchs CS,
Willett WC. Fruit and vegetable consumption and colorec-
tal adenomas in the Nurses’ Health Study. Cancer Res.
2006;66:3942-53.

13. Giovannucci E, Stampfer MJ, Colditz G, Rimm EB, Willett WC.
Relationship of diet to risk of colorectal adenoma in men. J Natl
Cancer Inst. 1992;84:91-8.

14. Colditz GA, Cannuscio CC, Frazier AL. Physical activity and redu-
ced risk of colon cancer: Implications for prevention. Cancer
Causes Control. 1997;8:649-67.

15. Hu FB, Willett WC. Optimal diets for prevention of coronary
heart disease. JAMA. 2002;288:2569-78.

16. De Lorgeril M, Salen P, Martin JL, Monjaud |, Delaye J,
Mamelle N. Mediterranean diet, traditional risk factors, and the
rate of cardiovascular complications after myocardial infarc-
tion: Final report of the Lyon Diet Heart Study. Circulation.
1999;99:779-85.

17. Van’t Veer P, Jansen MC, Klerk M, Kok FJ. Fruits and vegetables
in the prevention of cancer and cardiovascular disease. Public
Health Nutr. 2000;3:103-7.


http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0005
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0010
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0015
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0020
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0025
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0030
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0035
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0040
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0045
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0050
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0055
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0060
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0065
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0070
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0075
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0080
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0085

Qué nos ha ensenado y qué nos queda por aprender del estudio PREDIMED 87

18.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Gonzalez CA, Jakszyn P, Pera G, Agudo A, Binghams S, Palli D,
et al. Meat intake and risk of stomach and esophageal
adenocarcinoma within the European Prospective Investiga-
tion into Cancer and Nutrition (EPIC). J Natl Cancer Inst.
2006;98:345-54.

. Lunet N, Lacerda-Vieira A, Barros H. Fruit and vegetables

consumption and gastric cancer: A systematic review and meta-
analysis of cohort studies. Nutr Cancer. 2005;53:1-10.

Chen H, Ward MH, Graubard Bl, Heineman EF, Markin RM,
Potischman NA, et al. Dietary patterns and adenocarci-
noma of the esophagus and distal stomach. Am J Clin Nutr.
2002;75:137-44.

Terry P, Lagergren J, Ye W, Wolk A, Nyren O. Inverse association
between intake of cereal fiber and risk of gastric cardia cancer.
Gastroenterology. 2001;120:387-91.

Engel LS, Chow WH, Vaughan TL, Gammor MD, Risch HA,
Stamford JL, et al. Population attributable risks of esophageal
and gastric cancers. J Natl Cancer Inst. 2003;95:1404-13.
Serafini M, Bellocco R, Wolk A, Ekstrom AM. Total antioxidant
potential of fruit and vegetables and risk of gastric cancer. Gas-
troenterology. 2002;123:985-91.

Martinez-Gonzalez MA, de Irala J. Medicina preventiva y fracaso
clamoroso de la salud publica: llegamos mal porque llegamos
tarde. Med Clin (Barc). 2005;124:656-60.

Kotseva K, Wood D, de Backer G, de Bacquer D, Pyorala K,
Keil U, EUROASPIRE Study Group. Cardiovascular prevention gui-
delines in daily practice: A comparison of EUROASPIRE I, I,
and Il surveys in eight European countries. Lancet. 2009;373:
929-40.

Estruch R, Martinez-Gonzalez MA, Corella D, Salas-Salvado J,
Ruiz-Gutierrez V, Covas MI, et al., for the PREDIMED Study
Investigators. Effects of a Mediterranean-style diet on cardio-
vascular risk factors: A randomized trial. Ann Intern Med. 2006;
145:1-11.

Guia Europea de Prevencion Cardiovascular en la Practica Cli-
nica. Salud Publica. Promocion de la Salud y Epidemiologia.
Madrid: Ministerio de Sanidad y Consumo; 2004.

Howard BV, van Horn L, Hsia J, Manson JE, Stefanick ML,
Wassertheil-Smoller S, et al. Low-fat dietary pattern and
risk of cardiovascular disease: The Women’s Health Initia-
tive Randomized Controlled Dietary Modification Trial. JAMA.
2006;295:655-66.

Brand-Miller JC, Stockmann K, Atkinson F, Petocz P, Denyer G.
Glycemic index, postprandial glycemia, and the shape of the
curve in healthy subjects: Analysis of a database of more than
1,000 foods. Am J Clin Nutr. 2009;89:97-105.

Siri-Tarino PW, Sun Q, Hu FB, Krauss RM. Meta-analysis of
prospective cohort studies evaluating the association of satu-
rated fat with cardiovascular disease. Am J Clin Nutr. 2010;91:
535-46.

Martinez-Gonzalez MA, Garcia-Lopez M, Bes-Rastrollo M, Toledo
E, Martinez-Lapiscina EH, Delgado-Rodriguez M, et al. Medi-
terranean diet and the incidence of cardiovascular disease: A
Spanish cohort. Nutr Metab Cardiovasc Dis. 2011;21:237-44.
Buckland G, Gonzalez CA, Agudo A, Vilardell M, Berenguer A,
Amiano P, et al. Adherence to the Mediterranean diet and risk
of coronary heart disease in the Spanish EPIC Cohort Study. Am
J Epidemiol. 2009;170:1518-29.

Robertson RM, Smaha L. Can a Mediterranean-style diet reduce
heart disease. Circulation. 2001;103:1821-2.
Martinez-Gonzalez MA, Corella D, Salas-Salvado J, Ros E, Covas
MI, Fiol M, et al. Cohort profile: Design and methods of the
PREDIMED study. Int J Epidemiol. 2012;41:377-85.

Linseisen J, Bergstrom E, Gafa L, Gonzalez CA, Thiébaut A,
Trichopoulou A, et al. Consumption of added fats and oils
in the European Prospective Investigation into Cancer and

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

Nutrition (EPIC) centres across European countries as
assessed by 24-hourn dietary recalls. Public Health Nutr.
2002;5:1227-42.

Tunstall-Pedoe H, Kuulasmaa K, Mahonen M, Tolonen H,
Ruokokoski E, Amouyel P. Contribution of trends in survival
and coronary-event rates to changes in coronary heart disease
mortality: 10-year results from 37 WHO MONICA project popu-
lations. Monitoring trends and determinants in cardiovascular
disease. Lancet. 1999;353:1547-57.

Brouwer IA, Katan MB, Zock PL. Dietary alpha-linolenic acid is
associated with reduced risk of fatal coronary heart disease,
but increased prostate cancer risk: A meta-analysis. J Nutr.
2004;134:919-22.

Mukuddem-Petersen J, Oosthuizen W, Jerling JC. A systematic
review of the effects of nuts on blood lipid profiles in humans.
J Nutr. 2005;135:2082-9.

Fraser GE, Sabate J, Beeson WL, Strahan TM. A possible
protective effect of nut consumption on risk of coronary
heart disease. The Adventist Health Study. Arch Intern Med.
1992;152:1416-24.

Ellsworth JL, Kushi LH, Folsom AR. Frequent nut intake and risk
of death from coronary heart disease and all causes in postme-
nopausal women: The lowa Women’s Health Study. Nutr Metab
Cardiovasc Dis. 2001;11:372-7.

Hu FB, Stampfer MJ, Manson JE, Rimm EB, Colditz GA,
Rosner BA, et al. Frequent nut consumption and risk of coro-
nary heart disease in women: Prospective cohort study. BMJ.
1998;317:1341-5.

Albert CM, Gaziano JM, Willett WC, Manson JE. Nut consumption
and decreased risk of sudden cardiac death in the Physicians’
Health Study. Arch Intern Med. 2002;162:1382-7.
Salas-Salvadé J, Bulldé M, Babio N, Martinez-Gonzalez MA,
Ibarrola-Jurado N, Basora J, et al. Reduction in the incidence
of type 2 diabetes with the Mediterranean diet: Results of the
PREDIMED-Reus nutrition intervention randomized trial. Diabe-
tes Care. 2011;34:14-9.

Fitd M, Guxens M, Corella D, Saez G, Estruch R, de la Torre
R, et al. Effect of a traditional Mediterranean diet on lipopro-
tein oxidation: A randomized controlled trial. Arch Intern Med.
2007;167:1195-203.

Mena MP, Sacanella E, Vazquez-Agell M, Morales M, Fito M,
Escoda R, et al. Inhibition of circulating immune cell activation:
A molecular antiinflammatory effect of the Mediterranean diet.
Am J Clin Nutr. 2009;89:248-56.

Salas-Salvadé J, Fernandez-Ballart J, Ros E, Martinez-Gonzalez
MA, Fitd M, Estruch R, et al. Effect of a Mediterranean diet
supplemented with nuts on metabolic syndrome status: One-
year results of the PREDIMED randomized trial. Arch Intern Med.
2008;168:2449-58.

Corella D, Carrasco P, Fitd M, Martinez-Gonzalez MA,
Salas-Salvado J, Aros F, et al. Gene-environment inte-
ractions of CETP gene variation in high cardiovascular
risk Mediterranean population. J Lipid Res. 2010;51:
2798-807.

Estruch R, Ros E, Salas-Salvadd J, Covas MI, Corella D,
Aros F, et al. Primary prevention of cardiovascular disease
with a Mediterranean diet. N Engl J Med. 2013;368:
1279-90.

Ryan DH, Espeland MA, Foster GD, Haffner SM, Hubbard VS,
Johnson KC, et al. Look AHEAD (Action for Health in Diabetes):
Design and methods for a clinical trial of weight loss for the
prevention of cardiovascular disease in type 2 diabetes. Control
Clin Trials. 2003;24:610-28.

Rejeski WJ, Ip EH, Bertoni AG, Bray GA, Evans G, Gregg EW,
et al. Lifestyle change and mobility in obese adults with type 2
diabetes. N Engl J Med. 2012;366:1209-17.


http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0090
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0095
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0100
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0105
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0110
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0115
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0120
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0125
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0130
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0135
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0140
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0145
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0150
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0155
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0160
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0165
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0170
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0175
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0180
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0185
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0190
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0195
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0200
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0205
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0210
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0215
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0220
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0225
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0230
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0235
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0240
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0245
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250
http://refhub.elsevier.com/S1134-3230(13)00053-7/sbref0250

	Qué nos ha enseñado y qué nos queda por aprender del estudio PREDIMED
	Introducción
	Definición de dieta mediterránea
	Dieta y prevención de las enfermedades crónicas
	Dieta y enfermedad cardiovascular
	El estudio PREDIMED
	Dieta mediterránea y diabetes
	Dieta mediterránea y otros factores de riesgo vascular
	Dieta mediterránea e incidencia de complicaciones cardiovasculares
	Conclusiones
	Bibliografía


