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Resumen La alergia a las proteinas de leche de vaca no mediada por IgE es una patologia
frecuente, en cuyo manejo estan implicados profesionales de diferentes areas existiendo a dia
de hoy una gran variabilidad en la forma de abordar su diagnéstico, tratamiento, seguimiento
y prevencion. Con el objetivo de unificar pautas de actuacion se ha elaborado un documento
de consenso entre cuatro de las sociedades cientificas implicadas en el abordaje de nifios con
dicha patologia.

© 2019 Asociacion Espafiola de Pediatria. Publicado por Elsevier Espafia, S.L.U. Este es un
articulo Open Access bajo la licencia CC BY-NC-ND (http://creativecommons.org/licenses/by-
nc-nd/4.0/).

Non-IgE-mediated cow’s milk allergy: Consensus document of the Spanish Society

of Paediatric Gastroenterology, Hepatology, and Nutrition (SEGHNP), the Spanish
Association of Paediatric Primary Care (AEPAP), the Spanish Society of Extra-hospital
Paediatrics and Primary Health Care (SEPEAP), and the Spanish Society of Paediatric
ClinicaL Immunology, Allergy, and Asthma (SEICAP)

Abstract Non-IgE-mediated cow’s milk allergy is a frequent disorder in paediatrics. As patients
might be seen by professionals from different specialties and levels of expertise, a great varia-
bility in diagnostic procedures and disease monitoring is commonly observed. Therefore, four
scientific societies involved in its management have developed a consensus document providing
specific recommendations related to its prevention, diagnosis, treatment and follow up.

© 2019 Asociacion Espafola de Pediatria. Published by Elsevier Espafia, S.L.U. This is an open
access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/

4.0/).

Introduccion

La alergia a proteinas de leche de vaca (APLV) constituye la
alergia alimentaria mas frecuente en menores de un afo.
Es el resultado de una respuesta inapropiada del sistema
inmune (mediada por IgE, no mediada por IgE o de natura-
leza mixta) frente a las proteinas de leche de vaca (PLV)'-2.
A pesar de la existencia de diferentes guias y recomendacio-
nes sobre el manejo de nifios con APLVZ""", en nuestro medio
sigue observandose una gran variabilidad en su diagndstico
y tratamiento, especialmente en los casos no mediados por
IgE". EL presente documento ofrece recomendaciones de un
grupo multidisciplinar de expertos pediatricos en base a la
bibliografia existente, con el fin de unificar pautas de diag-
nostico, tratamiento, control y prevencion de la APLV no
mediada por IgE (APLV-no IgE) en nifios menores de 2 afos
en Espaia, tanto en Atencién Primaria como en Atencion
Especializada. No se aborda el manejo de la APLY mediada
por IgE, la dermatitis atopica, las esofagitis, gastritis y gas-
troenteritis eosinofilicas ni aquellas reacciones adversas no
mediadas por mecanismos inmunoldgicos.

Método de elaboracion del documento

e Grupo de trabajo. Lo constituyeron 11 expertos, repre-
sentantes de cuatro Sociedades Pediatricas: Sociedad
Espafiola de Gastroenterologia, Hepatologia y Nutricion

Pediatrica (SEGHNP), Asociacion Espanola de Pediatria de
Atencion Primaria (AEPAP), Sociedad Espanola de Pedia-
tria Extrahospitalaria y Atencion Primaria (SEPEAP) y
Sociedad Espafnola de Inmunologia Clinica, Alergologia
y Asma Pediatrica (SEICAP). Una vez consensuados los
aspectos a considerar en los apartados de clinica, diagnos-
tico, tratamiento, seguimiento y prevencion de la APLV-no
IgE, estos se distribuyeron para su revision en funcion de
la experiencia personal.

e Busqueda bibliogrdfica. Se realizaron dos blsquedas en
Pubmed/Medline (anexo, material adicional en Internet,
figura S1), remitiéndose el listado de articulos a todos los
coautores y seleccionando cada uno de ellos los articulos
adecuados para responder a preguntas especificas.

e Redaccion del documento. Tras la revision de los ar
ticulos seleccionados los resultados se expresaron como
declaraciones, fundamentos y recomendaciones que pos-
teriormente fueron sometidas a votacion por todos los
miembros del grupo. El documento completo puede con-
sultarse en las paginas web de cada una de las Sociedades
que han participado en su elaboracion.

Resultados y recomendaciones

El término alergia abarca solo aquellas reacciones adversas
en las que se comprueba o se tiene una alta sospecha de
la implicacién de uno o varios mecanismos inmunologicos y
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Tabla 1 Criterios diagndsticos de FPIES a PLV

FPIES agudo a PLV:

Se requiere la presencia del criterio mayor y al menos 3
criterios menores relacionados con la ingesta de PLV

Criterio mayor:

Vomitos en el periodo de 1 a 4 h después de la ingestion
de PLV y ausencia de sintomas clasicos cutaneos o
respiratorios mediados por IgE

Criterios menores:

1. Un segundo (o mas) episodio de vomitos después de
ingerir PLV

2. Vomitos repetidos 1-4 h después de la ingesta de otro

alimento

. Letargia

. Palidez marcada

5. Necesidad de acudir al servicio de urgencias para
controlar la reaccion adversa

6. Necesidad de soporte de liquidos intravenoso para
controlar la reaccion adversa

7. Diarrea en las 24 h (normalmente 5-10 h) siguientes a la
ingesta de PLV

8. Hipotension

9. Hipotermia (temperatura < 35°)

FPIES crénico a PLV:

Se requiere una prueba de provocacion en la que se
cumplan los criterios diagndsticos de la forma aguda

o Presentacion grave (cuando las PLV se ingieren de forma
regular): vomitos intermitentes pero progresivos y
diarrea (ocasionalmente con sangre), a veces con
deshidratacion y acidosis metabolica

o Presentacion moderada (cuando las PLV se ingieren en
menores cantidades): vomitos intermitentes y/o diarrea
generalmente con escasa ganancia ponderal /fallo de
medro pero sin deshidratacion ni acidosis metabdlica

AW

Modificado de Nowak-Wegrzyn et al. °.

deben diferenciarse de aquellas debidas a mecanismos enzi-
maticos, toxicos o farmacologicos®'® (material adicional
en Internet, figura S2). Las reacciones mediadas por IgE se
caracterizan, desde el punto de vista clinico, por la aparicion
de forma inmediata de una sintomatologia predominante-
mente cutanea o respiratoria asociada a la presencia de
anticuerpos IgE especificos. Las formas no mediadas por
IgE, son generalmente debidas a reacciones de inmunidad
celular aunque, en la mayoria de los casos no pueda
demostrarse la implicacion de un mecanismo inmunoldgico.

Una historia clinica detallada y la prueba de exclusion-
provocacion son las Unicas herramientas disponibles para
diagnosticar la APLV-no IgE'#"'®, La primera sirve de base
para sospechar su existencia mientras que la segunda es
obligatoria para establecer un diagnostico de certeza.

La sintomatologia, de aparicion tardia es predo-
minantemente digestiva, incluyendo tres sindromes: la
proctocolitis, la enteropatia y la enterocolitis inducida
por PLV (FPIES)" (material adicional en Internet, tabla S1).
Recientemente se han publicado criterios diagnosticos
internacionales para esta ultima’ (tabla 1). No exis-
ten criterios diagnosticos especificos para las otras dos,
debiendo realizarse la orientacion diagndstica en base a sus

Tabla 2 Caracteristicas clinicas de la enteropatia y la
proctocolitis

Proctocolitis inducida por PLV:

Para el diagnéstico es imprescindible hacer prueba de
provocacion a las 2-4 semanas de la retirada de las PLV,
siempre que hayan desaparecido los sintomas

e Presencia de sangre roja fresca en las heces de un lactante
por lo demas sano alimentado con LM (madre con dieta
que incluye lacteos) o formula con PLV

e Ausencia de fallo de medro

o Ausencia de afectacion del estado general

e Coprocultivos negativos

o Desaparicion del sangrado en las siguientes 4 semanas a la
retirada de las PLV de la dieta (en la madre en casos de LM)

o Reaparicion de los sintomas tras la prueba de provocacion

Enteropatia inducida por PLV:

Para el diagnostico es imprescindible hacer prueba de
provocacion a las 4-6 semanas de la retirada de las PLV,
una vez que hayan desaparecido los sintomas

e Anorexia y rechazo de las tomas

o Inicialmente la afectacion puede expresarse con vomitos
intermitentes y estrenimiento

o Diarrea de mas de 15 dias de duracion con o sin fallo de
medro asociado que desaparece en las siguientes 4
semanas tras la retirada de las PLV de la dieta del lactante

o El cuadro diarreico reaparece de forma insidiosa y
progresiva tras la reintroduccion de las proteinas de leche
de vaca en la dieta

caracteristicas clinicas (tabla 2). Ademas, la APLV-no IgE
puede simular trastornos gastrointestinales frecuentes como
el reflujo gastroesofagico (RGE), el cdlico del lactante y el
estrefiimiento'’-?". La existencia de antecedentes familiares
de atopia, la afectacion de varios aparatos (digestivo, cuta-
neo, respiratorio) y la ausencia de mejoria ante las medidas
terapéuticas habituales permitirian sospechar una APLV-no
IgE en dichos casos'>'6:20.21,

Orientacion diagnéstica

Recomendacion 1. Una historia clinica detallada
-incluyendo exploracion fisica, valoracion nutricional e
historia dietética- es el elemento clave para establecer
la sospecha diagnostica.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacion 2. Debe considerarse el diagnodstico de
una APLV-no IgE en:

2a: lactantes que presenten uno o varios de los
siguientes sintomas: diarrea prolongada, afectacion
nutricional, vomitos repetidos, distension abdominal,
presencia de sangre en las heces, anemia ferropénica
u otros sintomas digestivos persistentes de caracter
leve que no responden a las medidas terapéuticas habi-
tuales. La existencia concomitante de manifestaciones



193.e4

B. Espin Jaime et al.

cutaneas o respiratorias sugestivas de atopia aumen-
tara la sospecha clinica.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

2b: pacientes que presenten las caracteristicas
correspondientes a una de las tres entidades digestivas
definidas: proctocolitis alérgica, enteropatia y FPIES.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacion 3. En ninos con RGE, estrefimiento
o colico persistentes que no responden a las medidas
terapéuticas habituales la mejoria clinica o la resolu-
cion de la sintomatologia tras la exclusion de las PLV
apoya la sospecha diagndstica de APLV-no IgE, siendo
siempre obligatoria la realizacion de una prueba de
provocacion posterior para su confirmacion.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

En un lactante con sospecha de APLV en base a su his-
toria clinica, se procedera a retirar las PLV de su dieta.
Esto producira la mejoria y resolucion de la sintomatolo-
gia en un periodo variable, desde 1-5 dias en las formas
agudas (FPIES agudo, vomitos), 1-2 semanas en casos de
eccema o sangrado digestivo, y hasta 2-4 semanas en pacien-
tes con estrefimiento, diarrea y/o afectacion del estado
nutricional’?. La dieta exenta de PLV se mantendra hasta
la total normalizacion clinica, no debiendo prolongarla mas
de 6 semanas sin efectuar una confirmacion diagndstica
mediante prueba de provocacion. Solo se contempla eludir
la misma en aquellos pacientes en los que por la gravedad
de la reaccion inicial el riesgo de reproducirla seria elevado.

Confirmacion diagnéstica

Recomendacion 4. Para la confirmacion diagnostica el
grupo de expertos no recomienda:

4.a: la realizacion de prick test y/o la determina-
cion de IgE especifica frente a PLV salvo cuando existan
dudas sobre la implicacion de un mecanismo IgE.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

4.b: la realizacion sistematica de ninguna prueba
complementaria de laboratorio.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

4.c: el uso de las pruebas del parche o epicutaneas
(patch test).

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

4.d: la realizacion sistematica de una endoscopia
excepto cuando se plantean dudas en el diagnostico o
no hay respuesta a la dieta de exclusion, quedando la
indicacion a criterio del gastroenterdlogo.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

Recomendacion 5: para efectuar el diagnostico de una
APLV-no IgE es obligatorio excluir las PLV de la dieta
durante un periodo no superior a 6 semanas (prueba
de exclusion), comprobar la resolucion de los sintomas
y posteriormente volver a introducirlas de forma con-
trolada (prueba de provocacion), salvo en los casos de
FPIES graves.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

En proctocolitis, trastornos tipo RGE, estrefiimiento o
colico, la sintomatologia secundaria a la reintroduccion de
las PLV suele ser leve y de facil manejo ambulatorio, por lo
que la prueba podria realizarse en domicilio bajo supervision
de su pediatra (tabla 3). Ante la sospecha de la implica-
cion de un mecanismo IgE (sintomas menos de 2 h tras la
ingesta y/o manifestaciones cutaneas y respiratorias ligadas
a mecanismos IgE), dermatitis atopica grave, FPIES y en las
enteropatias moderadas/graves, la reintroduccion de las PLV
puede suponer un riesgo importante, por lo que debe efec-
tuarse en el medio hospitalario (tabla 4 y material adicional
en Internet, tabla S2) (fig. 1).

Tabla 3 Prueba de provocacion en domicilio

Requisitos

- Resolucion completa de las manifestaciones clinicas tras
la dieta de exclusion de PLV

- En caso de presentar un proceso intercurrente,
especialmente respiratorio o infeccioso, debera
posponerse hasta la resolucion de los sintomas y hasta
una semana después de la finalizacion del tratamiento
indicado para controlar el mismo

No debe realizarse prueba de provocacion en domicilio en:
formas clinicas graves, FPIES, sospecha clinica de un
mecanismo mediado por IgE, pruebas IgE especifica/prick
test positivas a las PLV

Metodologia

e En ninos alimentados con lactancia artificial: sustituir
cada dia una medida de formula especial por una de
formula de lactantes” en al menos dos de las tomas. Si no
hay sintomas, una vez completado el cambio en esas dos
tomas, se podra sustituir cada dia un biberon de formula
especial por uno de férmula de lactantes hasta
completar totalmente la reintroduccion

e En ninos alimentados con LM: reintroducir leche de vacay
derivados en la dieta materna (comenzar con 1 toma de
leche o derivado lacteo al dia la primera semana y, en
caso de no presentar sintomas, aumentar
progresivamente la cantidad de lacteos en la dieta)

Observar la posible aparicion de sintomas hasta 4 semanas
tras la reintroduccion

En caso de reaparecer la sintomatologia sospechosa de
APLV durante la prueba, se debera suspender la
administracion de PLV

No debe introducirse otro alimento nuevo en la dieta
mientras se esta efectuando la prueba de provocacion

* En casos de sospecha de intolerancia a la lactosa asociada se
debera emplear una formula sin lactosa
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SOSPECHA DE o DIETA DE EXCLUSION (2-4 semanas segun sintomatologia y gravedad)'
APLV no -Si LM exclusiva — mantener LM, realizando la madre dieta exenta de PLV y suplementada con calcio y vitamina D.
mediada por IgE -Si formula — formula extensamente hidrolizada? o formula elemental (en casos gravesa)

-Si Lactancia mixta — mantener LM (+/- dieta exenta de PLV con suplemento de calcio y vitamina D en la madre®) y formula
extensamente hidrolizada®

Ausencia de mejoria o mejoria parcial Resolucion de la clinica

,Alta
¢ Casos graves

sospecha
de APLV? Sospecha FPIES
No Si No Si
I DIETA DE EXCLUSION '® I ¢;Dudas
mecanismo
IgE?® )
No Si DERIVACION AE
Considerar otro
diagnostico y Ausencia de mejoria Prick test y/o IgE
reintroducir PLV especifica a PLV 7
(Alta PROVOCACION PROVOCACION
SOSPEChE}? DIAGNOSTICA Negativa Positiva DIAGNOSTICA
No de APLV? si (domicilio) (hospital) ®
DERIVACION AE Positiva Negativa Negativa Positiva
Considerar formula
elemental y/o APLV No APLV APLV

endoscopia

Figura 1  Algoritmo diagnéstico.

AE: Atencion Especializada; APLV: alergia a proteinas de leche de vaca; FPIES: sindrome de enterocolitis por proteinas de la dieta;
LM: lactancia materna; PLV: proteinas de leche de vaca.

' La mejoria a la dieta de exclusion debe esperarse en un tiempo variable segiin la entidad clinica: entre 1-5 dias en las formas
agudas (FPIES agudo, vomitos); 1-2 semanas en eccema y sangrado digestivo; 2-4 semanas en estrefiimiento, diarrea y afectacion
nutricional.

2 Excluir también la lactosa en casos de sospecha de intolerancia a la lactosa asociada, enteropatia y/o afectacion nutricional.

3 Casos con afectacion nutricional importante (desnutricion, hipoalbuminemia), sangrado rectal que condicione inestabilidad hemo-
dinamica o FPIES grave.

4 Cuando los sintomas aparecen en las primeras tomas de formula, en nifios hasta entonces alimentados al pecho y previamente
asintomaticos, se debe recomendar LM sin ser necesaria la exclusion de PLV en la madre.

5> Cambio a otra férmula extensamente hidrolizada con diferentes caracteristicas o a una férmula de arroz hidrolizada. Exclusién
de soja y huevo (en el lactante y/o en la madre) en caso de sospecha de alergia concomitante.

6Sospechar un mecanismo IgE mediado cuando existan sintomas inmediatos (menos de 2 h tras la ingesta) y/o manifestaciones
cutaneas y respiratorias ligadas a mecanismos IgE (urticaria, eritema, edema, broncoespasmo).

7En caso de no tener disponibilidad en Atencién Primaria, debera derivarse a Atencion Especializada.

8 Puede evitarse la prueba de provocacion en casos graves y en casos de FPIES que cumplan criterios diagnésticos.

En dermatitis atopica grave y/o FPIES es recomendable prick test/IgE especifica antes de la provocacion diagnodstica. En casos de
IgE especifica/prick test positivo se realizara la prueba de provocacion segin pauta Igk.

La interpretacion de la prueba de provocacion se basa

en datos clinicos, i.e. reaparicion de los sintomas aunque Votacion: acuerdo 11, abstencion 0, desacuerdo 0. Con-
estos pueden demorarse 1-2 semanas (0 2-4 semanas en los senso 100%.

casos de alteraciones en el habito intestinal o eccemas) y Recomendacion 7. En casos con sintomatologia inme-
no ser lo suficientemente llamativos en los primeros dias en diata, dermatitis atopica grave, FPIES, enteropatias
los que la ingesta de PLV es menor. Por ello, la observacion moderadas/graves o cuando se sospeche un mecanismo
en casos dudosos debe mantenerse al menos 4 semanas tras mediado por IgE, la prueba de provocacion se realizara
la reintroduccion de las PLV en la dieta. En las formas leves siempre en un centro hospitalario.

y con sintomas similares a trastornos funcionales el sistema Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
de puntuacion Cow’s Milk-related Symptom Score puede ser Consenso 100%.

de utilidad?®?". Recomendacion 8. Durante la prueba de provocacion,

el periodo de observacion tras la reintroduccion de las
PLV en la dieta, en caso de que no aparezcan sintomas,

Prueba de provocacion debe durar al menos 2 semanas y prolongarse hasta 4
Recomendacioén 6. En casos de proctocolitis, RGE, semanas, ,especialmente en casos de estrefimiento y
célico, estrenimiento y otros trastornos digestivos leves enteropatia.

la prueba de provocacion puede efectuarse en domici-
lio bajo supervision del pediatra.
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Votacion: acuerdo 10, abstencion 1, desacuerdo 0.
Consenso 91%.

El tratamiento de la APLV-no IgE se basa en la exclusion
de las PLV de la dieta. En los lactantes con LM exclusiva
siempre debe priorizarse su mantenimiento, debiendo hacer
la madre una dieta exenta de PLV. La persistencia de los
sintomas a pesar de la dieta materna puede deberse a la
sensibilizacion a otros alimentos (fundamentalmente soja
y huevo), debiendo considerarse también la exclusion de
los mismos. Cuando la clinica se desarrolle ligada al inicio
de la suplementacion con formula o lacteos, no se consi-
dera necesario inicialmente una dieta de exclusion en la
madre?®24,

Tratamiento. Lactancia materna

Recomendacion 9. En nifos con LM exclusiva, esta
debe mantenerse siempre indicando la retirada de las
PLV de la dieta materna. En casos de persistencia de
la sintomatologia a pesar del correcto cumplimiento
de la dieta, se recomienda mantener la LM igualmente
y valorar la exclusion de otros alimentos que pueden
estar implicados (especialmente soja y/o huevo).

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacion 10. En nifos con lactancia mixta,
cuando la sintomatologia coincida con la introduccion
de tomas de formula, debe mantenerse la LM y la mayo-
ria de las veces no es necesario indicar una dieta de
exclusion en la madre.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

Existen diferentes formulas validas para el tratamiento
de lactantes con APLV. Entre estas, las formulas exten-
samente hidrolizadas (FEH) de caseina y/o seroproteinas
se consideran la primera opcion?~'"2>2 En lactantes con
afectacion del estado nutricional se valorara utilizar FEH
enriquecidas en triglicéridos de cadena media y cuando no
se sospeche afectacion de la actividad lactasica intestinal
podra emplearse una formula que contenga lactosa. Aun-
que en los Ultimos anos varios trabajos muestran un impacto
positivo de las formulas suplementadas con probidticos en la
adquisicion de tolerancia?’~?, es necesario un mayor nivel
de evidencia.

En ninos que rechacen las FEH, no las toleren o en fami-
lias vegetarianas, las formulas a base de arroz hidrolizado
han demostrado ser eficaces y seguras?~'"-*°, Las formulas de
soja no se recomiendan en lactantes menores de 6 meses’.
En los casos graves, con afectacion nutricional importante
o con sangrado rectal que condicione inestabilidad hemodi-
namica, las formulas elementales basadas en aminoacidos
libres son la primera opcion terapéutica®’.

Tabla 4 Prueba de provocacion en medio hospitalario

Metodologia

1. Obtener el peso actual del paciente

2. Asegurarse de que hay una determinacion reciente de
IgE especifica y/o prick test a PLV negativa’

3. Asegurar acceso venoso

4. Calcular la cantidad de formula en g de proteina y
administrarla via oral, repartida en 3 dosis separadas
por intervalos de 30-45 min™"

La dosis total sera entre 0,06-0,6 g por kg de peso corporal
(generalmente 0,15-0,3 g por kg de peso corporal),
hasta un maximo de 10 g

5. Observar al paciente durante 4 h después de la Ultima
dosis

6. En caso de tolerancia, continuar en domicilio con una
toma al dia de 150-200 ml de formula o leche de vaca
durante 2 semanas. Posteriormente, si no aparece
sintomatologia adversa relacionada, liberar
progresivamente la dieta

Modificado de Nowak-Wegrzyn et al. °.

* En caso de IgE especifica positiva frente a PLV, se aplicara el
protocolo de alergia mediada por IgE

™ En casos de enteropatias y FPIES graves

™ Ejemplo: peso=10 kg.
Dosis total de proteina a administrar: 0,3 g x 10 kg=3 g de PLV
Cada 100 ml de leche aportan 3,3 g de proteina
Para 3 g de PLV: 3 g x 100/3,3 =90 ml de leche
Administrar tres dosis de 30 ml con intervalos de 30-45 min entre
ellas

Tratamiento. Férmulas terapéuticas

Recomendacion 11. En nifos alimentados con formula
para lactantes que desarrollan APLV-no IgE:

11.a: el tratamiento de eleccion de las formas leves
o moderadas son las FEH de caseina y/o seroproteinas.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

11.b: las formulas de arroz hidrolizado pueden ser
recomendadas a cualquier edad y pueden ser una alter-
nativa en algunos casos que rechacen o no respondan
al tratamiento con FEH de caseina y/o seroproteinas.
No se recomienda el uso de formulas a base de soja en
lactantes menores de 6 meses.

Votacion: acuerdo 10, abstencion 1, desacuerdo 0.
Consenso 91%.

11.c: una formula a base de aminoacidos (elemen-
tal) es el tratamiento de eleccion en casos graves de
enteropatia o FPIES. Asimismo pueden emplearse como
alternativa en casos que no responden al tratamiento
con FEH de caseina y/o seroproteinas.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
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Recomendacién 12. No hay evidencias suficientes para
recomendar el empleo de forma sistematica de formu-
las suplementadas con prebioticos y/o probioticos en
el tratamiento de nifos con APLV.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

Las formulas parcialmente hidrolizadas y las leches o
formulas procedentes de otros mamiferos (oveja, cabra,
bufala) tienen un alto potencial de no ser toleradas por nifios
con APLV?""", Las bebidas de origen vegetal a partir de soja,
arroz, avena, quinoa, chufa o almendra, tienen un escaso
valor nutricional y un contenido proteico y energético bajos,
a diferencia de las formulas vegetales disefadas especifica-
mente para lactantes. Nunca deben ser tomadas como un
sustituto de la leche de vaca aunque pueden ser consumi-
das, dentro de una alimentacion variada, por nifilos mayores
de dos afnos?%3'.

Tratamiento. Féormulas y bebidas no
apropiadas

Recomendacion 13. Las formulas parcialmente hidro-
lizadas, las leches o formulas procedentes de otros
mamiferos (cabra, oveja, bufala, yegua, camella,
burra) y las bebidas vegetales (soja, arroz, avena,
almendra, chufa, etc.) no deben utilizarse en el tra-
tamiento de lactantes con APLV.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

No hay que olvidar que las madres y lactantes con dieta
exenta de PLV constituyen un grupo de riesgo de ingesta
deficitaria de vitamina D y calcio. Es recomendable que
las madres reciban suplementos de ambos. En lactantes se
administrara vitamina D y se debera valorar la suplementa-
cioén con calcio en casos de ingesta insuficiente'®3%:33,

Tratamiento. Aspectos nutricionales

Recomendacion 14. Tras el diagnostico, se debe indi-
car una dieta exenta en PLV. No es necesaria la evitacion
de los productos etiquetados como «pueden contener
trazas» si el nino los tolera.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacion 15. Se recomienda siempre supervi-
sion médica de las dietas restrictivas, preferentemente
con el apoyo de un nutricionista/dietista.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

La mayor parte de los nifios con APLV toleran el consumo
de terneray otros bovidos (buey, toro. . .) bien cocinados por

Recomendacion 16. Las madres que precisen excluir la
PLV de su alimentacion para el manejo de la APLV de sus
hijos deben recibir suplementacion con calcio (1g/dia)
y vitamina D (600 Ul/dia).

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacion 17. En los lactantes y nifos que no
tomen LM se recomienda la ingesta de una cantidad
apropiada de una formula sustitutiva que garantice,
entre otros, el aporte adecuado de calcio. En aque-
llos casos en los que se compruebe que no ingieren
las cantidades adecuadas se recomienda la suplemen-
tacion con calcio. Respecto a la vitamina D, se debe
mantener su suplementacion (400 Ul/dia) mientras se
efectle la dieta de exclusion.

Votacion: acuerdo 10, abstencion 1, desacuerdo 0.
Consenso 91%.

lo que, a menos que se demuestren manifestaciones clinicas
ligadas a su consumo, no es necesario evitarlos'®.

Alimentaciéon complementaria

Recomendacion 18. La alimentacion complementaria
del lactante con APLV debe seguir las mismas pautas
que se aplican a cualquier lactante sano en sus mismas
circunstancias, salvo en lo referente a evitar las PLV en
la dieta.
Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacion 19. La ternera y otras carnes relacio-
nadas, siempre bien cocinadas, pueden ser incluidas a
priori en la alimentacion de los nifos con APLV.
Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

La valoracion de la persistencia o resolucion de la APLV
solo puede establecerse mediante la prueba de adquisicion
de tolerancia, la cual implica la reintroduccion controlada
bajo supervision médica de la PLV. Debe realizarse de forma
periddica, en funcion de las caracteristicas de cada caso y la
gravedad de la respuesta en una prueba previa. Las formas
leves de RGE, cdlico, estreiiimiento y proctocolitis pueden
desarrollar tolerancia precozmente, en torno a 3-6 meses,
mientras que en FPIES se desarrolla mas tarde, debiendo
demorar su realizacion hasta los 12, 18 o incluso 24 meses
en los casos mas graves™'”.

Periodo de seguimiento

Recomendacion 20. En relacion al seguimiento, el
grupo de expertos no recomienda:

20.a: la prescripcion de autoinyectores de adrena-
lina en ninos con FPIES excepto en aquellos casos en los
que exista una alergia concomitante mediada por IgE.
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Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

20.b: larealizacion de forma sistematica de pruebas
complementarias.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

20.c: la modificacion del calendario vacunal.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
Recomendacién 21. El tratamiento con dieta exenta
de PLV debe mantenerse durante un periodo de tiempo
variable: de 3 a 6 meses en las formas leves o hasta los
12 meses en las formas mas graves. En casos de res-
puesta desfavorable a la reintroduccion de las PLY, la
adquisicion de tolerancia debe reevaluarse periodica-
mente cada 6-12 meses bajo supervision médica.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

Antes de efectuar la reintroduccion de las PLV debera
considerarse la necesidad de realizar una IgE especifica
y/o prick test. En el denominado FPIES atipico dichas
pruebas son positivas al diagnostico o posteriormente y
el desarrollo de tolerancia tiende a ser mas tardio®**3>,
Aunque la mayoria mantiene un perfil clinico tipico de aler-
gia no IgE, aproximadamente un 35% de los casos asocian

APLV no mediada por IgE
FORMAS LEVES y MODERADAS

manifestaciones tipicas mediadas por IgE**. Asimismo, los
casos graves, aquellos con manifestaciones clinicas inme-
diatas (apariciéon en las 2 primeras h tras la ingesta) o
con antecedentes personales de atopia (dermatitis atopica,
broncoespasmo de repeticion, rinitis alérgica y/o sensibili-
zacién IgE mediada a otros alimentos) deben considerarse
de riesgo para el desarrollo de reacciones mediadas por IgE
tras un periodo de exclusién prolongado® (fig. 2).

La prueba de adquisicion de tolerancia puede realizarse
en domicilio mediante la reintroduccion gradual y con-
trolada de las PLV en aquellos casos de APLV-no IgE con
sintomatologia leve o moderada®”'"> (fig. 3), y debe reali-
zarse en medio hospitalario siempre que exista riesgo de
reaccion sistémica (FPIES y casos graves de enteropatia) o
de reaccion mediada por IgE (nifos en los que en la evolucion
hayan positivizado IgE especifica y/o prick test)’ (tabla 4).

Prueba de tolerancia

Recomendacion 22. En casos de antecedentes perso-
nales de atopia, sintomas inmediatos (aparicion en las
2 primeras h tras la ingesta), FPIES y en todas las formas
graves, previamente a la prueba de adquisicion de tole-
rancia se realizara la determinacion de IgE especifica a
PLV y/o prick test.

APLV no mediada por IgE
FORMAS GRAVES y FPIES

Valorar adquisicion de Valorar adquisicion de tolerancia
tolerancia cada 3-6 meses' cada 6-12 meses’
¢Datos de riesgo
de desarrollo de
mecanismo IgE? 2 PRICK y/o IgE
No Si especifica PLV
PRICK y/o IgE
especifica PLV®
PRUEBA DE TOLERANCIA| . . PRUEBA DE TOLERANCIA
L Negativa Positiva o4
Domicilio Hospital
Positiva Negativa Negativa Positiva
APLYV resuelta APLYV resuelta
Persistencia Persistencia
APLV APLV

Figura 2  Algoritmo de seguimiento.

APLV: alergia a proteinas de leche de vaca; FPIES: sindrome de enterocolitis inducida por proteinas alimentarias; PLV: proteinas de

la leche de vaca.

' La periodicidad de la prueba queda a criterio del clinico, siendo recomendable una frecuencia mayor cuanto mas leve sea el
cuadro. En caso de transgresiones acompanadas de sintomas, posponer.

2 Se consideran pacientes de riesgo de desarrollo de un mecanismo IgE mediado los que presentan antecedentes personales de
atopia y aquellos que manifestaron sintomas inmediatos tras la ingesta de PLV.

3 En caso de no disponibilidad en Atencion Primaria, debe realizarse derivacién a Atencion Especializada.

4 Realizacion segin protocolo IgE en caso de prick/IgE positiva.
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12 semana

PRODUCTOS HORNEADOS CON TRAZAS O PEQUENAS PORCIONES DE LV (elegir una opci6n)
-Galletas': empezar por 1/dia y aumentar hasta 3-4/dia

-Bolleria, preferentemente casera, tipo bizcocho o tortas, magdalenas, ensaimada: empezar por 1/4 -1/2 porcién,
aumentando progresivamente a lo largo de la semana hasta 1 racién, mantener 2- 3 veces/semana

-Pan que contenga leche: empezar por 1/2 cortada de tipo pan de molde y aumentar hasta 1-2 rebanadas/dia

27 semana

YOGUR NATURAL?

Empezar por 1-2 cucharaditas, y aumentar progresivamente todos los dias hasta llegar a 1 yogur diario (125 cc)

3% semana

Quesos frescos (tipo burgos) o petit-suisse: empezar por 1/4 racién, aumentando progresivamente hasta 1 racién (40- 50 g).
Posteriormente introducir quesos curados suaves empezando por 10g y aumentar progresivamente hasta 20-25 g

QUESOS

4? semana

120cc, 150cc hasta 180-240cc

-Lactantes con formulas epeciales* (< 24 meses): empezar por 60 cc de férmula adaptada® aumentando progresivamente a 90cc,

-Nifios > 24 meses® : empezar por 100cc de LV, aumentando progresivamente a 150 cc, 200cc, 250 cc.

LECHE 3

Si tolera el producto introducido una semana, lo debe seguir tomando en las semanas sucesivas.

Si no ha tolerado un producto debe regresar al nivel anterior.

Figura 3
LM: lactancia materna; LV: leche de vaca.

Prueba de tolerancia oral escalonada en domicilio. Adecuar el tipo de productos a la edad del paciente.

! Galletas simples, tipo Maria (sin chocolate, cremas, etc...). En lactantes se pueden administrar trituradas en la papilla de frutas.
2 Se puede anadir fruta natural o endulzar ligeramente con un poco de miel o azlcar.
3 En nifios que continden con LM se demorara la introduccion de la leche de vaca hasta que se suspenda la LM o sea necesaria su

suplementacion.

4 Férmula extensamente hidrolizada, férmula de arroz hidrolizada o férmula de soja.

5 Eventualmente introducir inicialmente una formula sin lactosa, pasando posteriormente a una formula adaptada.

6 En nifios que no tomen férmulas especiales (por ejemplo, alimentados con bebidas vegetales) se puede iniciar la introduccién con
leche semidesnatada (para facilitar aceptacion) pasando a las 2 semanas a leche entera.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0. Con-
senso 100%.
Recomendacion 23. En los casos graves, FPIES y
en aquellos en los que se constate sensibilizacion
mediante IgE especifica/prick test frente a PLV, siempre
debe hacerse la prueba de adquisicion de tolerancia en
medio hospitalario. En los casos leves podra realizarse
en domicilio bajo control facultativo.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.

Los datos referentes a los posibles factores de riesgo en
APLV-no IgE son escasos, ya que la mayoria de los estu-
dios hacen referencia a poblaciones con alergias IgE3¢~38,
Ninguna medida ha demostrado con suficiente evidencia
que pueda prevenir el desarrollo de APLV-no IgE*°~*. La LM
exclusiva durante los primeros 6 meses de vida es el mejor
alimento posible para el lactante y aunque no hay eviden-
cia consistente de su efecto preventivo sobre el desarrollo
de enfermedad alérgica, siempre debe recomendarse por la
gran cantidad de beneficios que aporta®.

Prevencion

Recomendacion 24. No se recomiendan restricciones
en la dieta materna durante el embarazo y la lactancia
ya que no modifican el riesgo de desarrollo de APLV-no
IgE.

Votacion: acuerdo 11, abstencion 0, desacuerdo 0.
Consenso 100%.
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Se puede consultar material adicional a este articulo en

su
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10.1016/j.anpedi.2018.11.007.

Bibliografia

10.

1.

. Koletzko S, Heine RG. Non-IgE mediated cow’s milk allergy in

EuroPrevall. Allergy. 2015;70:1679-80.

. Koletzko S, Niggemann B, Arato A, Dias JA, Heuschkel R, Husby

S, et al. European Society of Pediatric Gastroenterology Hepa-
tology, and Nutrition. Diagnostic approach and management of
cow’s-milk protein allergy in infants and children: ESPGHAN GI
Committee practical guidelines. J Pediatr Gastroenterol Nutr.
2012;55:221-9.

. Boyce JA, Assa’ad A, Burks AW, Jones SM, Sampson HA, Wood

RA, et al. Guidelines for the diagnosis and management of
food allergy in the United States: report of the NIAID-sponsored
expert panel. J Allergy Clin Immunol. 2010;126 6 suppl:S1-58.

. Fiocchi A, Dahda L, Dupont C, Campoy C, Fierro V, Nieto A.

Cow’s milk allergy: towards an update of DRACMA guidelines.
World Allergy Organ J. 2016;9:35.

. Muraro A, Werfel T, Hoffmann-Sommergruber K, Roberts G,

Beyer K, Bindslev-Jensen C, et al. EAACI Food Allergy and
Anaphylaxis Guidelines Group EAACI food allergy and anaphy-
laxis guidelines: diagnosis and management of food allergy.
Allergy. 2014;69:1008-25.

. Luyt D, Ball H, Makwana N, Green MR, Bravin K, Nasser SM,

et al. Standards of Care Committee (SOCC) of the British Society
for Allergy and Clinical Immunology (BSACI) BSACI guideline for
the diagnosis and management of cow’s milk allergy. Clin Exp
Allergy. 2014;44:642-72.

. Venter C, Brown T, Meyer R, Walsh J, Shah N, Nowak-Wegrzyn A,

et al. Better recognition, diagnosis and management of non-IgE-
mediated cow’s milk allergy in infancy: iMAP-an international
interpretation of the MAP (Milk Allergy in Primary Care) guide-
line. Clin Transl Allergy. 2017;7:26.

. Food allergy in under 19s: Assessment and diagnosis. Natio-

nal Institute for Health and Clinical Experience. Guideline
N° 116. 2011 (consultado 12 Ene 2018). Disponible en:
www.nice.org.uk/guidance/cg116.

. Nowak-Wegrzyn A, Chehade M, Groetch ME, Spergel JM, Wood

RA, Allen K, et al. International consensus guidelines for the
diagnosis and management of food protein-induced enteroco-
litis syndrome: Executive summary-Workgroup Report of the
Adverse Reactions to Foods Committee, American Academy
of Allergy Asthma & Immunology. J Allergy Clin Immunol.
2017;139:1111-26, e4.

Martorell-Aragones A, Echeverria-Zudaire L, Alonso-Lebrero E,
Boné-Calvo J, Martin-Munoz MF, Nevot-Falco S, et al. Position
document: IgE-mediated cow’s milk allergy. Allergol Immuno-
pathol (Madr). 2015;43:507-26.

Montijo-Barrios E, Lopez-Ugalde MV, Ramirez-Mayans J, Anaya-
Florez MS, Arredondo-Garcia JL, Azevedo-Tenorio |, et al. Guia
latinoamericana para el diagnostico y tratamiento de alergia a

12.

13.

14.

15.

16.

17.

19.

20.

21.

22.

23.

24

25.

26.

27.

28.

29.

las proteinas de la leche de vaca (GL-APLV). Rev Invest Clin.
2014;66Suppl2:59-72.

Pascual Pérez Al, Méndez Sanchez A, Segarra Canton O, Espin
Jaime B, Jiménez Trevifio S, Bousono Garcia C, et al. Attitu-
des towards cow’s milk protein allergy management by spanish
gastroenterologist. An Pediatr (Barc). 2018;89:222-9.
Johansson SG, Bieber T, Dahl R, Friedmann PS, Lanier BQ, Lockey
RF, et al. Revised nomenclature for allergy for global use: report
of the Nomenclature Review Committee of the World Allergy
Organization. J Allergy Clin Immunol. 2004;113:832-6.
Soares-Weiser K, Takwoingi Y, Panesar SS, Muraro A, Werfel T,
Hoffmann-Sommergruber K, et al. The diagnosis of food allergy:
a systematic review and meta-analysis. Allergy. 2014;69:
76-86.

Venter C, Brown T, Shah N, Walsh J, Fox AT. Diagnosis and mana-
gement of non-IgE-mediated cow’s milk allergy in infancy - a UK
primary care practical guide. Clin Transl Allergy. 2013;3:23.
Skypala 1J, Venter C, Meyer R, deJong NW, Fox AT, Groetch
M, et al. The development of a standardised diet history tool
to support the diagnosis of food allergy. Clin Transl Allergy.
2015;5:7.

Nowak-Wegrzyn A, Katz Y, Mehr SS, Koletzko S. Non-IgE-
mediated gastrointestinal food allergy. J Allergy Clin Immunol.
2015;135:1114-24.

. Miceli Sopo S, Arena R, Greco M, Bergamini M, Monaco S. Cons-

tipation and cow’s milk allergy: a review of the literature. Int
Arch Allergy Immunol. 2014;164:40-5.

Vandenplas Y, Gottrand F, Veereman-Wauters G, de Greef E,
Devreker T, Hauser B, et al. Gastrointestinal manifestations of
cow’s milk protein allergy and gastrointestinal motility. Acta
Paediatr. 2012;101:1105-9.

Vandenplas Y, Dupont C, Eigenmann P, Host A, Kuitunen M, Ribes-
Koninckx C, et al. A workshop report on the development of
the Cow’s Milk-related Symptom Score awareness tool for young
children. Acta Paediatr. 2015;104:334-9.

Vandenplas Y, Steenhout P, Jarvi A, Garreau AS, Mukherjee
R. Pooled Analysis of the Cow’s Milk-related-Symptom-Score
(CoMisS™) as a Predictor for Cow’s Milk Related Symptoms.
Pediatr Gastroenterol Hepatol Nutr. 2017;20:22-6.

Dupont C. Diagnosis of cow’s milk allergy in children:
determining the gold standard? Expert Rev Clin Immunol.
2014;10:257-67.

De Greef E, Hauser B, Devreker T, Veereman-Wauters G, Vanden-
plas Y. Diagnosis and management of cow’s milk protein allergy
in infants. World J Pediatr. 2012;8:19-24.

. Atanaskovic-Markovic M. Refractory proctocolitis in the exclu-

sively breast-fed infants. Endocr Metab Immune Disord Drug
Targets. 2014;14:63-6.
Lifschitz C, Szajewska H. Cow’s milk allergy: evidence-based
diagnosis and management for the practitioner. Eur J Pediatr.
2015;174:141-50.
Kansu A, Yiice A, Dalgic B, Sekerel BE, Cullu-Cokugras F,
Cokugras H. Consensus statement on diagnosis, treatment and
follow-up of cow’s milk protein allergy among infants and chil-
dren in Turkey. Turk J Pediatr. 2016;58:1-11.
Berni Canani R, di Costanzo M, Bedogni G, Amoroso A, Cosenza
L, di Scala C, et al. Extensively hydrolyzed casein formula con-
taining Lactobacillus rhamnosus GG reduces the occurrence of
other allergic manifestations in children with cow’s milk allergy:
3-year randomized controlled trial. J Allergy Clin Immunol.
2017;139:1906-13, e4.
Berni Canani R, Nocerino R, Terrin G, Coruzzo A, Cosenza L,
Leone L, et al. Effect of Lactobacillus GG on tolerance acqui-
sition in infants with cow’s milk allergy: a randomized trial. J
Allergy Clin Immunol. 2012;129:580-2, 582.e1-5.

Berni Canani R, Nocerino R, Terrin G, Frediani T, Lucare-
lli S, Cosenza L, et al. Formula selection for management
of children with cow’s milk allergy influences the rate of


http://dx.doi.org/10.1016/j.anpedi.2018.11.007
http://dx.doi.org/10.1016/j.anpedi.2018.11.007
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0220
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0225
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0230
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0235
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0240
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0245
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0250
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0260
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0265
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0270
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0275
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0280
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0285
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0290
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0295
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0300
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0305
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0310
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0315
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0320
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0325
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0330
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0335
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0340
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0345
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0350
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0355
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360

Alergia a las proteinas de leche de vaca no mediada por IgE

193.e11

30.

31.

32.

33.

34.

35.

36.

37.

acquisition of tolerance: a prospective multicenter study. J
Pediatr. 2013;163:771-7.

Vandenplas Y, de Greef E, Hauser B. Paradice Study Group; Para-
dice Study Group An extensively hydrolysed rice protein-based
formula in the management of infants with cow’s milk pro-
tein allergy: preliminary results after 1 month. Arch Dis Child.
2014;99:933-6.

Mousan G, Kamat D. Cow’s milk protein allergy. Clin Pediatr
(Phila). 2016;55:1054-63.

Doulgeraki AE, Manousakis EM, Papadopoulos NG. Bone health
assessment of food allergic children on restrictive diets: a prac-
tical guide. J Pediatr Endocrinol Metab. 2017;30:133-9.
Mailhot G, Perrone V, Alos N, Dubois J, Delvin E, Paradis L,
et al. Cow’s milk allergy and bone mineral density in prepubertal
children. Pediatrics. 2016;137:€20151742.

Caubet JC, Ford LS, Sickles L, Jarvinen KM, Sicherer SH,
Sampson HA, et al. Clinical features and resolution of food
protein-induced enterocolitis syndrome: 10-year experience. J
Allergy Clin Immunol. 2014;134:382-9.

Nomura I, Morita H, Ohya Y, Saito H, Matsumoto K. Non-IgE-
mediated gastrointestinal food allergies: distinct differences in
clinical phenotype between Western countries and Japan. Curr
Allergy Asthma Rep. 2012;12:297-303.

Errazuriz G, Lucero Y, Ceresa S, Gonzalez M, Rossel M, Vives A.
Clinical characteristics and management of infants less than 1-
year-old suspected with allergy to cow’s milk protein. Rev Chil
Pediatr. 2016;87:449-54.

Katz Y, Goldberg MR, Rajuan N, Cohen A, Leshno M. The preva-
lence and natural course of food protein-induced enterocolitis

38.

39.

40.

1.

42.

43.

syndrome to cow’s milk: a large-scale, prospective population-
based study. J Allergy Clin Immunol. 2011;127:647-53, e1-e3.

Grimshaw K, Bryant T, Oliver EM, Martin J, Maskell J, Kemp T,
et al. Incidence and risk factors for food hypersensitivity in UK
infants: results from a birth cohort study. Clin Transl Allergy.
2016;6:1.

Vandenplas Y. Prevention and management of cow’s milk
allergy in non-exclusively breastfed infants. Nutrients. 2017;10,
9(7).

Sanchez-Garcia S, Cipriani F, Ricci G. Food Allergy in child-
hood: phenotypes, prevention and treatment. Pediatr Allergy
Immunol. 2015;26:711-20.

Boyle RJ, Tang ML-K, Chiang WC, Chua MC, Ismail I, Nauta A,
et al. On behalf of the PATCH study investigators Prebiotic-
supplemented partially hydrolysed cow’s milk formula for the
prevention of eczema in high-risk infants: a randomized contro-
lled trial. Allergy. 2016;71:701-10.

Osborn DA, Sinn JK, Jones LJ. Infant formulas contai-
ning hydrolysed protein for prevention of allergic disease
and food allergy. Cochrane Database Syst Rev. 2017;3:
CD003664.

Netting MJ, Campbell DE, Koplin JJ, Beck KM, McWilliam YV,
Dharmage SC, et al. Centre for Food and Allergy Research,
the Australasian Society of Clinical Immunology and Allergy,
the National Allergy Strategy, and the Australian Infant Fee-
ding Summit Consensus Group An Australian Consensus on Infant
Feeding Guidelines to Prevent Food Allergy: Outcomes from the
Australian Infant Feeding Summit. J Allergy Clin Immunol Pract.
2017;5:1617-24.


http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0360
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0365
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0370
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0375
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0380
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0385
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0390
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0395
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0400
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0405
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0410
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0415
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0420
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0425
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430
http://refhub.elsevier.com/S1695-4033(18)30530-7/sbref0430

	Alergia a las proteínas de leche de vaca no mediada por IgE: documento de consenso de la Sociedad Española de Gastroentero...
	Introducción
	Método de elaboración del documento
	Resultados y recomendaciones
	Orientación diagnóstica
	Confirmación diagnóstica
	Prueba de provocación


