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PALABRAS CLAVE Resumen La psoriasis es una enfermedad inflamatoria compleja que, en el caso de las muje-
Psoriasis; res, tiene una alta incidencia durante su etapa reproductiva. El tratamiento de la psoriasis
Embarazo; durante el embarazo representa un verdadero reto terapéutico ya que hemos de valorar ade-
Tratamiento topico; cuadamente la extension de la enfermedad, las comorbilidades asociadas y el potencial riesgo
Tratamiento fetal. Actualmente disponemos de escasa evidencia cientifica que defina el efecto exacto del
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Introduccién

La psoriasis es una enfermedad inflamatoria cronica, com-
pleja y multifactorial que afecta por igual a ambos sexos. La
edad promedio de inicio de la enfermedad en las mujeres se

uso de determinados farmacos sobre el desarrollo embrionario o fetal en gestantes con psoriasis
debido a la ausencia de ensayos clinicos llevados a cabo en esta poblacion por razones éticas.
Esta revision intenta proporcionar datos actuales relativos a curso de la psoriasis durante la
gestacion, comorbilidades asociadas y pautas terapéuticas recomendadas en este contexto.

© 2013 Elsevier Espana, S.L.U. y AEDV. Todos los derechos reservados.

Psoriasis in Pregnancy: A Review (i)

Abstract Psoriasis is a complex inflammatory disease, and in women the incidence is high
in child-bearing years. Treatment during pregnancy presents genuine challenges since mana-
gement requires adequate assessment of the extent of disease, comorbidity, and potential
risk to the fetus. Scientific evidence is scarce on the effects that certain drugs have on fetal
development given the ethical concerns about enrolling pregnant women in clinical trials. This
review presents up-to-date information on the course of psoriasis during gestation and discusses
associated conditions and the therapeutic protocols recommended for use during pregnancy.
© 2013 Elsevier Espana, S.L. and AEDV. All rights reserved.

sitUa alrededor de los 28 afos, y en el 75% tiene lugar antes
de los 40, por lo que la mayoria de mujeres se encuentran en
edad fértil en el momento del diagnéstico’. La asociacion de
la psoriasis con diversas comorbilidades como diabetes, sin-
drome metabolico o enfermedad cardiovascular, asi como
la relacion observada en varios estudios entre la psoriasis
en pacientes gestantes y ciertos factores de riesgo modifi-
cables como sobrepeso, habito tabaquico o depresion y el

mantenimiento de una inflamacion sistémica pueden con-
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ducir al desarrollo de ciertas complicaciones gestacionales,
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perinatales y del recién nacido?. La comprension de todos
estos factores es crucial para el manejo terapéutico de la
psoriasis en la gestacion y para un adecuado desarrollo del
embarazo, parto y posparto.

La informacion publicada en la literatura médica sobre
gestantes con psoriasis en relacion con el prondstico del
embarazo, los factores de riesgo y las comorbilidades aso-
ciadas, asi como acerca del manejo terapéutico de la
enfermedad, es relativamente escasa, y procede en su
mayor parte de series de casos y de registros de embarazo?,
disefados para recoger informacion sobre el mismo y sus
complicaciones, y que resultan Utiles para identificar la posi-
ble teratogenicidad y la seguridad relativa de la exposicion
a un farmaco especifico durante la gestacion.

La presente revision pretende proporcionar datos actua-
les y revisa la literatura referente a la interrelacién entre
psoriasis y embarazo y con respecto a las pautas terapéu-
ticas recomendadas en esta situacion especial. Por razones
de espacio, el apartado correspondiente a los tratamientos
bioldgicos se publicara en una segunda parte.

Realizamos una revision sistematica en Pubmed con la
estrategia «psoriasis and pregnancy», obteniendo 362
referencias, con la estrategia «psoriasis treatment and
pregnancy» se obtuvieron 243 referencias; cada terapia uti-
lizada para el tratamiento de la psoriasis fue cruzada con
el término «pregnancy» y «lactation». Todas las referencias
han sido revisadas individualmente.

Durante el embarazo, existe una adaptacion fisiologica
del sistema inmunitario materno con el fin de lograr una
tolerancia hacia los antigenos paternos expresados en las
células fetales y evitar el rechazo del feto. Estas modifica-
ciones, que se producen tanto en la interfase materno-fetal
como en la circulacion sistémica, vienen determinadas por
el efecto de estrégenos, progesterona y cortisol, cuyas con-
centraciones en sangre aumentan progresivamente durante
el embarazo, dando lugar a un cambio de polarizacion de
la respuesta T-helper (Th) que potencia la respuesta Th-2
humoral mientras que inhibe la respuesta Th-1 de la
inmunidad celular®. Las citocinas son fundamentales en
la regulacion de procesos fisiologicos y patologicos, como
el embarazo y la psoriasis. Durante el embarazo, la produc-
cion de mdltiples citocinas corre a cargo de distintos tipos
celulares maternos y fetales dentro del Utero y de la unidad
fetoplacentaria, no solo del sistema inmunitario, sino de
otros tipos celulares, como células deciduales maternas y
del trofoblasto fetal. La estrecha relacion entre el embrion y
el endometrio, asi como entre la placentay la decidua, esta
mediada por las hormonas esteroideas®, diversas citocinas y
quimiocinas, estableciéndose una intercomunicacién nece-
saria para un adecuado progreso de la gestacion®. Durante
la formacion de la placenta existe una clara parcialidad
hacia la formacion de citocinas Th-2. Durante el segundo
y tercer trimestres de gestacion, el nivel de citocinas Th-2

parece reducirse progresivamente a medida que la placenta
se acaba de formar completamente. En el tercer trimestre,
y particularmente en las Ultimas semanas de gestacion, el
balance de citocinas se vuelve a invertir, predominando
las derivadas de Th-1, que ejercen un papel protector
materno-fetal frente a la infeccion durante y después del
parto, y estimulan el propio proceso del parto’2.

En el proceso de la implantacion estan implicadas nume-
rosas moléculas, y el defecto en una de ellas rara vez tiene
un efecto determinante debido a la accion complementa-
ria y compensatoria de otras citocinas’; en el momento de
la implantacion el balance de citocinas es practicamente
neutral. Hasta la fecha las 2 moléculas identificadas como
indispensables para el proceso de la implantacion son la IL-
1, producida principalmente por macroéfagos activados, y el
factor inhibidor de la leucemia (LIF),que es indispensable
para la implantacion e inhibe la diferenciacion de las célu-
las madre embrionarias, y que es producido por linfocitos
Th-2 y por el endotelio endometrial®.

Un adecuado perfil de citocinas es crucial durante los
primeros estadios de la implantacion embrionaria y la pos-
terior invasion del trofoblasto por parte de los vasos uterinos
maternos, y las citocinas producidas por los linfocitos Th-2 al
parecer promueven el anclaje del trofoblasto favoreciendo
el mantenimiento de la gestacion®. Las células Th-2 pro-
ducen citocinas como la IL-4, IL-5 e IL-13 que, mediante
la activacion de células B y la produccion de anticuerpos,
son responsables de la patogenia de algunas enfermedades
como el lupus eritematoso’, mientras que las células Th-
1 producen las citocinas proinflamatorias IL-2, interferon
gamma (IFN-vy), factor de necrosis tumoral alfa (TNF-a) e
IL-12, implicadas en el dano tisular mediado por células en
algunas enfermedades autoinmunes como la artritis reuma-
toide, la enfermedad de Crohn y la propia psoriasis, entre
otras'®. El IFN-y es el principal efector de la respuesta Th-
1, ya que inhibe de forma importante la respuesta Th-2.
Estas moléculas son directamente embriotdxicas y dificultan
el desarrollo fetoplacentario a través de multiples mecanis-
mos. La IL-10 es una citocina antiinflamatoria producida por
los linfocitos Th-1 y Th-2, e infrarregula la produccion de
citocinas proinflamatorias por parte de Th-1 y macrofagos,
favoreciendo una respuesta Th-2'",

En la placenta, la prostaglandina D2 y su metabo-
lito, la ciclopentenona 15-deoxi-A12,14-prostaglandina J2
(15dPGJ2), actuando a través de los receptores de prosta-
noides D (DP1) y el receptor quimiotactico de los linfocitos
Th-2 (CRTH2, o DP2) promueven el predominio local de lin-
focitos Th-2 en la interfase materno-fetal'? y ejercen un
efecto antiinflamatorio a través de la inhibicion del factor
nuclear kappa B (NF-kB) y los receptores activados por el
proliferador de peroxisomas nuclear (PPAR) por parte de la
15dPGJ2"3.

El conjunto de cambios inmunoldgicos durante
el embarazo, favoreciendo la actividad Th-2, podria
explicar por qué determinadas enfermedades autoinmunes
como la psoriasis y la artritis reumatoide, en las que
intervienen citocinas de tipo Th-1, tienden a mejorar,
mientras que aquellas mediadas por citocinas de polaridad
Th-2, como el lupus eritematoso, empeoran durante la
gestacion’.

Por otro lado, la disregulacion miltiple en las redes
de citocinas puede conducir a complicaciones durante el
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embarazo como abortos espontaneos, parto prematuro,
preeclampsia y retraso del crecimiento intrauterino. Por
ejemplo, una elevada secrecion de IFN- vy e IL-10 se ha
asociado con un mayor riesgo de parto prematuro y la pro-
duccion elevada de IL-6 e IL-1 en el sitio de implantacion se
ha implicado en la produccion de abortos recurrentes'.

El TNF-a tiene un papel dual, casi paradoéjico, en el
desarrollo embrionario, puesto que es un potente activa-
dor de las cascadas de senal apoptotica y antiapoptotica.
Parece claro que esta citocina no solo impulsa la destruc-
cion embrionaria si se producen anomalias estructurales
graves, sino que estimula aquellos mecanismos protectores
que previenen el desarrollo de anomalias que dificulten el
desarrollo fetal normal. De hecho, algunos polimorfismos de
nucleotido (SNP) de TNF-a se han asociado con defectos car-
diacos (tetralogia de Fallot o defecto septal ventricular) y
anomalias en las extremidades inferiores'®. Los SNP repre-
sentan el minimo grado de diferenciacion genética entre
los individuos vy, en la era posgenémica, estan siendo cada
vez mas utilizados para identificar marcadores genéticos en
enfermedades complejas. Como las regiones reguladoras de
muchos genes estan mal definidas, se han intentado caracte-
rizar las variaciones en las areas de codificacion de los genes.
Sin embargo, el gen del TNF-a proporciona una oportunidad
Unica para estudiar la distribucion de los SNP en un area
genética donde las regiones involucradas en la regulacion
de la transcripcion estan bien caracterizadas'’.

Los cambios hormonales durante el embarazo tienen
un papel importante en la mejoria de la psoriasis ya que
promueven un estado de inmunotolerancia. Los estrogenos
tienen funciones inmunosupresoras e inmunoestimuladoras.
Los estrogenos maternos estimulan la produccion de IL-
2, IL-10 e IFN-y e inhiben la produccion de TNF-a en las
células mononucleares periféricas. Se conocen 3 tipos de
estrogenos: estradiol y estrona, procedentes de precursores
androgénicos y fetales, y estriol, procedente de precursores
fetales. A principios de la gestacion predominan el estra-
diol y la estrona mientras que al final el estriol se convierte
en el estrogeno principal'®. Por otro lado, la progesterona
es principalmente inmunosupresora pues infrarregula la res-
puesta proliferativa de células T y es un factor clave en la
inmunosupresion uterina. Debido a que las concentraciones
de progesterona se incrementan mucho mas que los nive-
les de estrogenos en el embarazo, se ha propuesto que este
cambio en la ratio estrogenos-progesterona sea el respon-
sable de la alteracion inmunitaria durante la gestacion. En
el embarazo, la parcialidad hacia la respuesta Th-2 ocurre
tanto a nivel de la circulacion sistémica como en la inter-
fase fetomaterna; la progesterona inhibe la produccion de
citocinas Th-1 e induce la actividad Th-2 contribuyendo
al progreso adecuado de la gestacion'. La prolactina y
el lactoégeno placentario humano también parecen tener
funciones inmunosupresoras, sin embargo su papel inmuno-
modulador parece estar menos establecido’.

Ademas de contribuir a la polarizacion Th-2, los cam-
bios hormonales durante el embarazo parecen afectar
directamente a los queratinocitos: recientemente se ha
demostrado que estas células poseen receptores para
estrogenos y progesterona, concretamente localizados
en el citoplasma de los queratinocitos suprabasales?.
La inmunorreactividad del receptor de la progesterona
estd relacionada con la inflamacion existente en la

epidermis y la dermis, y no con las hormonas?°. Puesto que la
progesterona actla como inmunosupresora, se podria pos-
tular que su receptor podria estar inducido por citocinas
desconocidas que iniciarian la accion de la progesterona
para incrementar o disminuir el proceso inflamatorio, lo que
constituye un interesante campo de investigacion.

Aunque la influencia de la gestacion en el curso evolutivo de
la psoriasis es impredecible, generalmente se acepta que
un 30-40% de las gestantes con psoriasis experimentan una
mejoria clinica de la enfermedad en el curso del embarazo y
un empeoramiento entre las 4-6 semanas después del parto;
hasta un 40-90% de las mujeres pueden experimentar un
rebrote importante en el posparto inmediato?'. Un estudio
retrospectivo de 91 gestantes con psoriasis objetivo que la
enfermedad mejoraba en el 56%, empeoraba en el 26% y
permanecia sin cambios en el 17,6%%2.

En otro estudio® se encontré una mejoria de la psoria-
sis en el 55% de las gestantes, empeoramiento en el 23%
y ausencia de cambios apreciables en el 21%; en el pos-
parto, el 9% de las pacientes experimentaron mejoria, el 65%
empeoraron y el 26% no presentaron cambios apreciables en
la actividad de la enfermedad.

Entre las gestantes que experimentan una mejoria de la
psoriasis durante el embarazo, la mayoria lo nota durante
el primero y segundo trimestres, siendo la respuesta similar
en sucesivos embarazos’.

Boyd et al. postularon que la mejoria de la psoriasis
durante el embarazo se asociaba con la supresion del sistema
inmunitario mediada por hormonas, con un papel princi-
pal para la progesterona no solo a nivel inmunoldgico sino
afectando directamente a la proliferacion queratinocitica'.
Esta hipotesis contrasta con los resultados del estudio del
grupo de Murase et al.’, en el que la mejoria de la psoria-
sis durante el embarazo se asocié con niveles elevados de
estrogenos mientras que no encontraron correlacion alguna
con los niveles de progesterona.

La inflamacion sistémica que se asocia a diversas enfer-
medades mediadas por el sistema inmunitario como la
artritis reumatoide, el lupus eritematoso, la enfermedad
inflamatoria intestinal y la psoriasis moderada-grave puede
conducir a un pronéstico y un curso adverso de la ges-
tacion, con especial riesgo de parto pretérmino y bajo
peso al nacer?. Se ha demostrado la elevacién de diversas
citocinas proinflamatorias (IL-6 y TNF-a) y biomarcadores
de inflamacion (proteina ¢ reactiva), tanto en el suero
materno como en el de cordon umbilical en gestaciones
de pacientes con psoriasis que resultan en parto pretér-
mino o neonatos pequefos para su edad gestacional?’. La
coexistencia de biomarcadores de inflamacion (proteina c
reactiva de alta sensibilidad) y de disfuncion placentaria
(niveles bajos de factor de crecimiento placentario [PIGF]),
que se han asociado con defectos de implantacion de trofo-
blasto, preeclampsia y crecimiento intrauterino retardado
conlleva un aumento de 6-7 veces en el riesgo de parto
prematuro?. El desequilibrio de ciertas citocinas conlleva
una disfuncion endotelial que resulta en vasculopatia sisté-
mica y placentaria a través de la induccion de agregacion
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plaquetaria, vasoespasmos intermitentes y activacion de la
coagulacion?. Se ha postulado que la vasculopatia placen-
taria contribuye al bajo peso al nacer, que ademas es una
complicacion de la preeclampsia, que también se asocia
con un estado de actividad inflamatoria y el consecuente
incremento de las mismas citocinas que en la psoriasis®.

En varias publicaciones se ha intentado relacionar la
influencia de la psoriasis y su gravedad con el desarrollo de
complicaciones gestacionales, fetales y/o perinatales. Un
estudio de casos y controles en 145 gestantes con psoriasis
encontré una asociacion estadisticamente significativa
con diversas complicaciones como hipertension, abortos
recurrentes y parto por cesarea’®. Cohen-Barak et al.?”
efectuaron un estudio retrospectivo en el que comparaban
68 gestaciones de 35 mujeres con psoriasis moderada-severa
con 237 gestaciones de 236 controles sanas, con el objetivo
de evaluar la asociacion entre la gravedad de la enfermedad
y la aparicion de complicaciones gestacionales y/o fetales.
Encontraron que el grupo de psoriasis presentaba una
mayor tasa de abortos espontaneos (0,42+0,58 frente
a 0,26+0,63, p=0,002) e inducidos (0,32 +0,60 frente a
0,06 +0,25, p=0,001) y sus recién nacidos tenian un
mayor peso al nacer (3.375+543 frente a 3.247+460g,
p=0,03) que los controles. También encontraron un mayor
porcentaje de enfermedad hipertensiva inducida por el
embarazo (7,4 frente a 2,1%, p <0,05), de rotura prematura
de membranas (16 frente a 5,5%, p<0,008) y de macro-
somia fetal (13 frente a 4,2%, p=0,02) que las gestantes
sin psoriasis. Los mencionados autores no encontraron una
asociacion estadisticamente significativa con la duracion de
la enfermedad ni con el uso de terapia sistémica durante
la gestacion en cuanto al desarrollo de complicaciones
gestacionales, fetales o perinatales.

Yang et al.?® llevaron a cabo un estudio extenso en pobla-
cion taiwanesa cuyo objetivo también era correlacionar la
gravedad de la psoriasis con el riesgo de complicaciones ges-
tacionales y/o fetales. Para ello compararon un grupo de
1.483 gestantes con psoriasis, clasificadas en subgrupos con
leve o severa afectacion, con 11.704 gestantes sin psoriasis.
De las mujeres con psoriasis, 645 (44,1%) habian sido trata-
das mediante fototerapia o terapia sistémica en los 2 afnos
previos al parto y fueron incluidas en el subgrupo de afec-
tacion severa. El estudio demostré que las gestantes con
psoriasis severa tenian mayor riesgo de dar a luz a recién
nacidos con bajo peso al nacer (OR=1,40, IC 95% = 1,04-1,89)
que las gestantes sin psoriasis. Aunque los datos se ajustaron
a la prevalencia de comorbilidades asociadas como diabetes
mellitus o enfermedad cardiovascular, no podia excluirse el
impacto del uso de tratamiento sistémico durante la gesta-
cion; sin embargo, en este estudio se observé un aumento
en el riesgo de complicaciones como parto pretérmino, bajo
peso al nacer, parto por cesarea y preeclampsia entre aque-
llas gestantes que recibieron tratamiento sistémico, por lo
que alegan que el riesgo intrinseco podria ser Unicamente
atribuible al medio inflamatorio sistémico de la propia enfer-
medad. No se observé un riesgo estadistico incrementado de
complicaciones entre las gestantes con psoriasis leve cuando
se compararon con el grupo control (tabla 1).

Bandoli et al.? intentaron determinar si las mujeres
embarazadas afectadas de psoriasis presentaban un incre-
mento de factores de riesgo potencialmente modificables
que modificasen el curso del embarazo. Para ello recogieron

informacion procedente de la Organizacion de Especia-
listas en Informacion Teratoldgica para las Enfermedades
Autoinmunes Durante el Embarazo (OTIS) y compararon la
prevalencia de diversos factores de riesgo entre 170 gestan-
tes con psoriasis y 158 controles. De las pacientes afectadas,
128 estaban recibiendo terapia bioldgica en algiin momento
de la gestacion. Encontraron que las pacientes con psoriasis,
sobre todo de grado moderado-severo, eran mas proclives a
presentar sobrepeso/obesidad pregestacional (p<0,0001),
habito tabaquico durante el primer trimestre (p <0,0001) o
a ser diagnosticadas de depresion (p=0,03) en comparacion
con las embarazadas del grupo control. También observa-
ron que existia una tendencia a la ingesta de suplementos
vitaminicos o acido folico en el momento de la concepcion
(p=0,004) menos frecuente en las embarazadas con psoria-
sis.

La asociacion entre diversas comorbilidades relacionadas
con la psoriasis y la presencia de complicaciones durante el
embarazo y parto se detalla a continuacion y puede resu-
mirse como sigue?’:

- La hipertension durante el embarazo se ha asociado con
bajo peso al nacer por insuficiencia placentaria, elevada
mortalidad perinatal y parto pretérmino.

- La diabetes mellitus se ha asociado con macrosomia fetal,
hipoglucemia posnatal y malformaciones congénitas como
transposicion de grandes vasos.

- La obesidad se asocia con macrosomia, algunas anomalias
congénitas, hipoglucemia y baja puntuacion en la escala
Apgar.

- El habito tabaquico se asocia con bajo peso al nacer, com-
plicaciones placentarias y paladar hendido.

- El consumo de alcohol durante el embarazo puede resultar
en sindrome fetal alcoholico y bajo peso al nacer.

- La depresion también puede implicar un mayor riesgo de
parto pretérmino, bajo peso al nacer y abortos esponta-
neos.

En un estudio retrospectivo realizado por Lima et al.??
se compararon 162 gestaciones en 122 mujeres afectadas
de psoriasis con 501 gestaciones de 290 mujeres sanas, con
el objetivo de evaluar la asociacion con el desarrollo de
complicaciones como el parto pretérmino (< 37 semanas)
o el bajo peso al nacer (< 2.500g) realizando analisis uni y
multivariantes, ajustando para la prevalencia de otros fac-
tores demograficos (raza, nivel educacional y estatus social,
numero de embarazos previos, etc.), la existencia de comor-
bilidades asociadas y la gravedad de la enfermedad. En el
analisis univariante encontraron un mayor riesgo de parto
pretérmino y bajo peso al nacer en las gestantes con pso-
riasis (OR 1,89, IC 95% 1,06-3,39), que fue estadisticamente
significativo en el analisis multivariante. No se encontro aso-
ciacion estadistica significativa con respecto a la tasa de
abortos espontaneos, parto por cesarea o preclampsia en el
mismo grupo de pacientes.

A medida que vayamos conociendo mas datos compren-
deremos mejor la influencia reciproca entre gestacion y
psoriasis y la prevalencia real de los diversos factores de
riesgo potencialmente modificables con el objetivo de opti-
mizar el cuidado pregestacional de estas pacientes y evitar
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Distribucion y odds ratios para bajo peso al nacer, parto pretérmino, cesarea, recién nacidos pequefios para su
edad gestacional, preeclampsia y eclampsia, comparando madres afectadas de psoriasis con madres no afectadas (2001-2003)

(n=13.167)
Madres en el grupo de Madres con psoriasis Madres con psoriasis
comparacion leve severa
N % N % N %
Variable
Bajo peso al nacer 667 5,7 50 6,1 51 7,9
OR (IC 95%) 1,00 1,08 (0,80-1,45) 1,42 (1,06-1,91)
Parto pretérmino 826 7,1 68 8,3 50 7,6
OR (IC 95%) 1,00 1,17 (0,98-1,40) 1,07 (0,96-1,19)
Pequeno para edad gestacional 1817 15,5 133 16,3 107 16,6
OR (IC 95%) 1,00 1,06 (0,87-1,28) 1,08 (0,87-1,34)
Cesdrea 4019 34,3 286 35 242 37,5
OR (IC 95%) 1,00 1,03 (0,89-1,19) 1,15 (0,98-1,35)
Preeclampsia o eclampsia 140 1,2 8 1,0 8 1,2
OR (IC 95%) 1,00 0,82 (0,40-1,67) 1,04 (0,51-2,13)

Adaptada y traducida de Yang et al.28

complicaciones durante el embarazo y el consiguiente dano
fetal.

A continuacion se efectlia una revision de la evidencia
cientifica publicada hasta el momento respecto al uso de
las diferentes modalidades terapéuticas en gestantes con
psoriasis.

Actualmente disponemos de escasa evidencia cientifica que
defina el efecto exacto del uso de determinados farmacos
sobre el desarrollo embrionario o fetal en gestantes con pso-
riasis debido a la ausencia de ensayos clinicos llevados a cabo
en esta poblacion, por razones éticas. Algunas de las guias
publicadas se basan en estudios retrospectivos e informa-
cion procedente de mujeres que tomaban un determinado
farmaco antes de saber que estaban embarazadas.

En el tratamiento de las mujeres embarazadas con pso-
riasis se ha de valorar la gravedad y extension de la
enfermedad, el potencial riesgo fetal, el beneficio esperable
del tratamiento y la existencia o no de alternativas efectivas
y seguras.

Los corticoides topicos son la base del tratamiento de
muchas de las enfermedades inflamatorias cutaneas incluida
la psoriasis, en la que se han venido usando desde hace
mas de 50 afos. En el caso de mujeres embarazadas, existe
numerosa literatura publicada acerca de los posibles efectos
que su uso por via oral pueden ocasionar en el feto (véase
el apartado de corticoides orales), y en estudios experi-
mentales se ha demostrado la exposicion fetal a corticoides
aplicados por via topica en la madre (citado por Chi et al.??).

Sin embargo, existe incertidumbre acerca de la seguridad
del uso de corticoides por via topica en mujeres gestantes,
lo que genera inseguridad tanto en el prescriptor como en la
paciente y compromete el tratamiento de esta. La absorcién
percutanea de los corticoides depende de numerosos facto-
res como la dosis, el excipiente, la superficie a tratar y la
zona donde se aplique, la duracion del tratamiento, el uso
de oclusion o el nimero de aplicaciones®, pero varia entre
el 0,5y el 7% si se aplica sobre piel intacta, pudiendo aumen-
tar en casos de inflamacion y/o lesion cutanea®'. Ademas del
grado de absorcion, también se debe tener en cuenta la bio-
disponibilidad de un corticoide determinado. La hidrocorti-
sona, considerada como el corticoide de mas baja potencia,
cuando se aplica sobre dermatosis severas puede conducir a
una supresion adrenal, y hay que recordar que el embarazo
produce cambios en la hidratacion y el flujo sanguineo cuta-
neos que pueden determinar variaciones en la disponibilidad
de los corticoides topicos®. En Gltima instancia, el efecto de
los corticoides sobre el feto va a depender del paso trans-
placentario, que viene determinado por la actividad de la
11B-hidroxisteroide deshidrogenasa (11B-HSDH), presente
en cantidades abundantes en la placenta, y encargada de la
inactivacion del cortisol®*. Existen diferencias en cuanto
a la metabolizacion placentaria de las diferentes molécu-
las de corticoides, siendo la prednisolona la que menos
atraviesa la barrera placentaria (10-12%)**, seguida de
la hidrocortisona (15%), la betametasona (28-33%), la
metilprednisolona (45%) y la dexametasona (67%)**". El
propionato de fluticasona y la budesonida no son metabo-
lizados por la 113-HSDH, por lo que seria esperable el paso
de dosis altas al feto®®.

Por lo que respecta a estudios en humanos, Chi et al.
efectuaron una revision sistematica de la literatura® refe-
rente a la posible asociacion entre el uso de corticoides
topicos y la aparicion de ciertas malformaciones congénitas
como labio leporino, retraso de crecimiento, parto pretér-
mino, muerte fetal, puntuacion Apgar baja y tipo de parto.
En la mayoria de casos no se pudo observar una asocia-
cion estadisticamente significativa, incluso tras realizar una
estratificacion en funcion de la potencia de los corticoides
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usados. Dos estudios relacionan el uso de corticoides de muy
alta potencia aplicados en abundancia con la aparicion de
labio leporino en uno y retraso de crecimiento en el otro.
Sin embargo, los autores de la revision sistematica conclu-
yeron que la evidencia recogida hasta la fecha resultaba
insuficiente dado que se trataba de estudios de casos y con-
troles, con alguno de cohortes, pero la mayoria de ellos con
tamanos muestrales insuficientes y con numerosos sesgos.
En un estudio de cohortes poblacional efectuado en
Reino Unido se comparé a 35.503 mujeres embarazadas
que habian recibido corticoides en algin momento desde
3 meses antes del embarazo hasta el final del mismo
con 48.630 embarazadas no expuestas®’. Se estratificaron
los corticoides aplicados en funcion de su potencia. No se
observo asociacion entre la exposicion materna a corticoides
topicos y el desarrollo de labio leporino. Tampoco se observé
un mayor incremento de partos pretérmino ni de muertes
fetales con el uso de corticoides de cualquier potencia. En
cambio, si se evidenci6 una asociacion del retraso del creci-
miento intrauterino con el uso de corticoides de alta y muy
alta potencia, pero no con los de potencia baja y moderada.
En otro estudio de cohortes retrospectivo llevado a cabo
en Dinamarca en el que se incluyeron 22.480 embarazadas
expuestas a corticoides topicos y 810.156 no expuestas, tras
realizar analisis de dosis-respuesta y potencia-respuesta no
se observaron diferencias significativas entre los grupos*'.
Chi et al. elaboraron en junio de 2011 una guia para el uso
de corticoides topicos en gestantes*” en la que recomiendan
el uso de corticoides de potencia baja o moderada frente
a los de potencia alta y muy alta, debiéndose usar estos
Gltimos como segunda linea de tratamiento durante el
menor tiempo posible y con vigilancia obstétrica apropiada
(grado de evidencia B). Respecto al uso de los nuevos
corticoides lipofilicos estos autores comentan que dada
su caracteristica de producir menos efectos secundarios y
la ventaja de su aplicacion una vez al dia cabria esperar
también menos efectos en el feto (nivel de evidencia D).

No hay estudios disponibles*. En una publicacion se ha rela-
cionado su uso con el cierre precoz del ductus arterioso™. En
otro trabajo reciente, se ha relacionado el uso de salicilato
topico al 1% con el sindrome de agnatia-otocefalia®.

No hay estudios desarrollados en animales o humanos*.

El tazaroteno es un retinoide acetilénico que, aplicado en
dosis de entre 0,05 y 0,1%, ha demostrado ser efectivo
en el tratamiento de la psoriasis en placas leve-moderada.
Su forma activa, el acido tazaroténico, alcanza niveles
mesurables en sangre, pero hasta la fecha no ha demostrado
tener potencial efecto teratogénico en humanos. Menter
et al.“® describieron los resultados no publicados de los

ensayos clinicos realizados por la empresa productora,
en los que se describe el nacimiento de 8 ninos sanos de
6 mujeres que estaban recibiendo tazaroteno topico, sin
especificar dosis ni duracion del tratamiento. Sin embargo,
también mencionan un aumento de las tasas de malfor-
maciones y muerte fetal en ratas y conejos tratados con
tazaroteno por via oral, cuyas concentraciones en sangre
resultaron ser muy inferiores (entre 1 y 13 veces) a la
dosis esperada a priori en mujeres tratadas topicamente.
Por este motivo, a diferencia de otros retinoides topicos
como el adapaleno o la tretinoina, que estan clasificados
como categoria C en el embarazo, se asigno a tazaroteno la
categoria x de la FDA. Teniendo en cuenta que en la practica
la biodisponibilidad del tazaroteno tras la aplicacion topica
esta comprendida entre el 1 y el 5% en pacientes con
psoriasis?’, el potencial efecto teratogénico del mismo
deberia ser mucho mas bajo que el de los retinoides orales
que alcanzan niveles en sangre hasta 100 veces superiores.

Estudios en animales han demostrado un incremento de
la incidencia de anomalias esqueléticas, osificacion incom-
pleta de huesos pélvicos y falanges de los fetos afectados®.

Franssen et al.*’ llevaron a cabo un estudio retrospectivo en
103 gestantes: 59 no utilizaron alquitran de hulla (coaltar)
durante el embarazo (el 19% tuvo un aborto espontaneo y el
5%, malformaciones congénitas), 21 tuvieron un uso dudoso
del farmaco durante este periodo (el 5% muertes fetales y
el 5%, malformaciones congénitas) y 23 gestantes con uso
confirmado del activo (el 26% tuvo aborto espontaneo y el
4%, malformaciones congénitas), y concluyeron que su admi-
nistracion deberia prohibirse durante el primer trimestre y
restringirse su uso durante el segundo y tercer trimestres
del embarazo.

El tacrolimus es un inhibidor de la calcineurina cuya
aplicacion topica es ampliamente usada en el tratamiento
de la dermatitis atopica. Sus propiedades inmunosupresoras
y la ausencia de atrofia cutanea han hecho de este farmaco
una pieza clave en el ahorro de corticoides. Por este motivo
se ha estudiado su utilidad en otras dermatosis inflamatorias
como la psoriasis, en la que se han obtenido buenos resulta-
dos, sobre todo para la afectacion facial e intertriginosa®’.
Actualmente no existen estudios de seguridad sobre su uso
en pacientes gestantes. Sin embargo, se ha demostrado que
el tacrolimus se absorbe en menor cantidad que los corti-
coides, y que su uso repetido sobre areas extensas durante
un largo periodo de tiempo da lugar a niveles en sangre
bajos o indetectables, aumentando su absorcion en el caso
de determinadas alteraciones de la barrera cutanea®'. El
uso de tacrolimus por via oral en pacientes trasplantadas
ha dado lugar a numerosos estudios acerca de su seguridad
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durante el embarazo. Jain et al.” analizaron 37 casos de
mujeres con trasplante hepatico que seguian tratamiento
con tacrolimus, observando un riesgo aumentado de pre-
maturidad y bajo peso al nacer. Kainz et al.>® analizaron
una serie de 100 embarazadas trasplantadas obteniendo
resultados similares a los de otros estudios con tacrolimus,
asi como con otros inmunosupresores, y concluyeron que
después de todo podian considerarse favorables. Se han
descrito hiperpotasemia y elevacion de creatinina sérica
que se resolvieron espontaneamente® en hijos de madres
tratadas con tacrolimus oral. En ninglin caso se ha descrito
un patron de malformaciones congénitas asociado al uso de
tacrolimus oral. Estos resultados, sumados al hecho de que
las concentraciones en sangre de tacrolimus después de su
uso topico en pacientes con dermatitis atopica fueron de 7
a 17 veces inferiores a las de su administracién por via oral,
nos lleva a considerar que podria tratarse de un tratamiento
seguro en la psoriasis del embarazo, especialmente en la
afectacion facial e intertiginosa®*.

La fototerapia con UVB basa su eficacia en el tratamiento de
la psoriasis solamente en el uso de radiacion a 290-320 nm
sin necesidad de fotosensibilizantes topicos u orales. Su
efecto antiproliferativo e inmunosupresor viene determi-
nado basicamente por la inhibicion de la sintesis de ADN
a través de la formacion de dimeros de pirimidina, asi
como la liberacion de prostaglandinas y citocinas. Desde la
introduccion en los afios 1980 del UVB de banda estrecha
(311-313 nm) se han obtenido resultados levemente inferio-
res al uso de PUVA, pero con la ventaja de evitar algunos
de sus inconvenientes, como el riesgo de carcinogénesis, el
uso de fotosensibilizante sistémico o las nauseas®. Segun
El-Saie et al.’®, el uso de UVB de banda estrecha parece
reducir los niveles séricos de folato en mujeres que, por
su condicion de embarazadas y por presentar psoriasis,
tienen una doble predisposicion a presentar niveles bajos
en sangre que pueden implicar un aumento en el riesgo
de defectos de tubo neural en el feto. Para evitarlo, reco-
miendan la determinacion de niveles pretratamiento y su
monitorizacion durante el mismo y el uso de suplementos de
acido félico a una dosis de 5mg/dia. Vun et al.> publicaron
el caso de una embarazada que presentd una psoriasis
pustulosa generalizada en el tercer trimestre de gestacion.
Se inicié tratamiento topico con betametasona en oclusion
sin poderse observar una clara mejoria, por lo que se
anadio tratamiento con UVB a las 27 semanas tras lo que se
logré una mejoria clinica y sintomatica. Por todo ello, esta
modalidad de tratamiento se ha sefialado como una buena
alternativa terapéutica en embarazadas con mala respuesta
al tratamiento tépico, asociandolo o no al mismo.

El uso de corticoides sistémicos, frecuentemente emplea-
dos en otras condiciones durante el embarazo, se ha
asociado con el desarrollo de ciertas anomalias congénitas
y prematuridad. Un largo estudio retrospectivo realizado

por Park-Wyllie et al.’®, en 184 pacientes expuestas a
prednisona en dosis de 2,5-100mg/dia durante el primer
trimestre, mostro una asociacion estadisticamente signifi-
cativa con prematuridad, bajo peso al nacer y desarrollo de
anomalias congénitas como paladar hendido, anencefalia,
atresia de ventriculo izquierdo, hipospadias y estenosis
valvular pulmonar, entre otras. Crowther et al.>® evaluaron
1.047 ninos nacidos de 982 gestantes expuestas a betame-
tasona en dosis de 11,4mg semanalmente (489 mujeres)
frente a la administracion en dosis Unica a la semana 24-28
de gestacion (493 mujeres), obteniendo tasas mas altas de
bajo peso al nacer si la administracion ocurrié durante el
tercer trimestre y mas problemas de atencion a la edad de
2 anos entre aquellos ninos expuestos a dosis repetidas
de corticoides. Debemos senalar que los corticoides sistémi-
cos son un tratamiento de eleccion en la psoriasis pustulosa
del embarazo (impétigo herpetiformis), que generalmente
ocurre durante el tercer trimestre.

Se han descrito las siguientes malformaciones fetales deri-
vadas de su uso durante la gestacion: mielomeningocele,
meningoencefalocele, dismorfia facial, sindactilia, ausen-
cia de falanges terminales, malformacion de pelvis, tobillo
y hombro, paladar hendido, malformaciones cardiovascu-
lares, implantacion baja de las orejas, disminucion del
volumen craneal, alteraciones de las vértebras cervicales®.

La ciclosporina, un potente inhibidor de los linfocitos T,
sigue siendo uno de los tratamientos de eleccion para el
tratamiento de la psoriasis moderada/severa. Lamarque
et al.®" publicaron en 1997 un estudio retrospectivo de
629 gestantes expuestas a ciclosporina en dosis entre 1,4-
14mg/kg/dia durante toda la gestacion, en el que no se
observaron diferencias significativas respecto a la inciden-
cia de muerte fetal ni malformaciones congénitas respecto
a la poblacioén general. Si encontraron un aumento de pre-
maturidad (44,5%) y de bajo peso al nacer (44,3%) en el
grupo de gestantes expuestas. Bar Oz et al.®? revisaron
15 estudios publicados relativos al uso de ciclosporina en
gestantes trasplantadas, observando un incremento de la
tasa de prematuridad en este grupo poblacional. Armenti
et al.®® revisaron 392 gestantes trasplantadas y trata-
das con ciclosporina (no especifican dosis ni duracion del
tratamiento), sin observar un incremento de malforma-
ciones congénitas en los recién nacidos. Edmonds et al.®
publicaron el caso de una gestante diagnosticada de pso-
riasis pustulosa tratada con ciclosporina, en dosis de
2,5-3mg/kg/dia, y prednisolona, 40mg/dia en la semana
21, resultando en parto pretérmino con rotura prematura
de membranas y bajo peso al nacer del recién nacido.

Es importante resaltar que estos estudios se refieren
a mujeres trasplantadas con comorbilidades asociadas, en
ocasiones graves, y multiples tratamientos concomitantes
que indudablemente contribuyen a la afectacion fetal y
que, por lo tanto, no son realmente superponibles a las
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pacientes con psoriasis. La hipertension o la nefrotoxicidad
forman parte de los efectos secundarios de la ciclosporina y
podrian ocasionar dano fetal. Se ha descrito toxicidad renal
en fetos de ratas y ratones, pero no se ha podido compro-
bar en humanos, al no haberse observado alteraciones de
la funcion renal en hijos de madres tratadas con ciclospo-
rina durante el embarazo®. Cabe esperar que la ciclosporina
pueda actuar como potencial inductor de alteraciones en el
desarrollo de los linfocitos T. En un estudio de sangre peri-
férica de nifnos expuestos a ciclosporina in utero, se observo
un empeoramiento en el desarrollo de la funcién de lin-
focitos T, B y NK que se evidencio hasta el afo de vida.
Sin embargo, ninguno de ellos present6 evidencia clinica de
inmunodepresién®. Por todo ello, la FDA catalogé la ciclos-
porina como categoria C en 2008, un tratamiento a evitar
en mujeres embarazadas a no ser que el potencial beneficio
en la madre supere el potencial riesgo para el feto.

Metotrexato. Categoria x de la Food and Drug
Administration

El metotrexato (MTX) y su analogo, la aminopterina, son 2
conocidos antagonistas del acido folico, mediante la union
irreversible a la dihidrofolato reductasa, y entre cuyos efec-
tos destacan la inhibicién de la sintesis de ADN y la supresion
de la inflamacion. En el caso de la psoriasis, su uso se
remonta a 1972, siendo empleado hasta la fecha debido a
la gran experiencia clinica acumulada y a su bajo coste.
Sin embargo, estas mismas particularidades han motivado
la publicacion de numerosos casos y series de casos des-
cribiendo el efecto de la exposicion durante el embarazo,
habiéndose llegado a aceptar la existencia de la embriopa-
tia por MTX"2. El paso transplacentario del MTX se empezd a
estudiar después de comprobar la existencia de aberraciones
cromosomicas en hijos de madres que recibian tratamiento
en el momento del embarazo y Al-Saleh et al.”® fueron
los primeros en confirmarlo. El sindrome MTX/aminopterina
incluye retraso en el crecimiento, microcefalia, hipoplasia
de huesos craneales, craniosinostosis, pelo frontal ele-
vado, puente nasal amplio, ojos prominentes, orejas de
implatacion baja, hipoplasia maxilar, pliegues en epicantus,
extremidades cortas, hipodactilia y sindactilia’*’>. Feld-
kamp y Carey’® senalaron que el periodo comprendido entre
las 6 y las 8 semanas de gestacion es el de maximo riesgo,
siendo 10 mg/semana la dosis limite necesaria para dar lugar
a las mencionadas alteraciones fetales. En un esfuerzo por
esclarecer este tema, Hyoun et al.”? compararon la propor-
cion de defectos descritos en hijos de madres en tratamiento
con MTX y los de hijos de madres sin MTX, y observaron
que el aumento de casos de atresia pulmonar, craniosi-
nostosis y deficiencias en extremidades en fetos expuestos
a MTX resultaba estadisticamente significativo. En el caso
del MTX no hay que olvidar que también se han observado
alteraciones en la espermatogénesis en forma de aberracio-
nes cromosomicas, anomalias morfoldgicas y alteraciones de
la movilidad de los espermatozoides. Sin embargo, Beghin
et al.”® realizaron una revision de 42 casos de fetos cuyos
padres habian estado expuestos a MTX en el momento de la
concepcion y concluyeron que no parecia que esta condicion
se tradujera en un mayor riesgo de presentar alteraciones
fetales. Por todo ello el uso de MTX para el tratamiento de

la psoriasis en mujeres embarazadas queda contraindicado.
A pesar de que el acido foélico ha demostrado disminuir la
tasa de malformaciones del tubo neural, cardiovasculares o
del tracto urinario o labio leporino en mujeres embarazadas
tratadas con otros antagonistas del acido félico, su efecto
en el caso del MTX no ha sido estudiado’®.

Responsabilidades éticas

Proteccion de personas y animales. Los autores declaran
que para esta investigacion no se han realizado experimen-
tos en seres humanos ni en animales.

Confidencialidad de los datos. Los autores declaran que en
este articulo no aparecen datos de pacientes.

Derecho a la privacidad y consentimiento informado. Los
autores declaran que en este articulo no aparecen datos de
pacientes.

Conflicto de intereses
Los autores declaran no tener ningln conflicto de intereses.
Bibliografia

1. Levine D, Gottlieb A. Evaluation and management of psoriasis:
An internist’s guide. Med Clin North Am. 2009;93:1291-303.

2. Bandoli G, Johnson DL, Jones KL, Lopez Jimenez J, Salas E,
Mirrasoul N, et al. Potentially modifiable risk factors for adverse
pregnancy outcomes in women with psoriasis. Br J Dermatol.
2010;163:334-9.

3. Ali YM, Kuriya B, Orozco C, Cush J, Keystone E. Can tumor necro-
sis factor inhibitors be safely used in pregnancy? J Rheumatol.
2010;37:9-17.

4. Doria A, laccarino L, Arienti S, Ghirardello A, Zampieri S,
Rampudda ME, et al. Th2 immune deviation induced by preg-
nancy: The two faces of autoimmune rheumatic diseases.
Reprod Toxicol. 2006;22:234-41.

5. Murase J, Chan KK, Garite TJ, Cooper DM, Weinstein GD. Hor-
monal effect on psoriasis in pregnancy and post partum. Arch
Dermatol. 2005;141:601-6.

6. Shigeru S. Cytokine cross-talk between mother and the
embryo/placenta. J Reprod Immunol. 2001;52:15-33.

7. Dealtry GB, O’Farrell MK, Fernandez N. The Th2 cytokine
environment of the placenta. Int Arch Allergy Immunol.
2000;123:107-18.

8. Hannan NJ, Salamonsen LA. Role of chemokines in the endome-
trium and in embryo implantation. Curr Opin Obstet Gynecol.
2007;19:266-72.

9. Doria A, Ghirardello A, laccarino L, Zampieri S, Punzi L,
Taricone E, et al. Pregnancy, citokines and disease acti-
vity in systemic lupus erythematosus. Arthritis Rheum.
2004;51:989-93.

10. O’Garra A. Cytokines induce the development of functionally
heterogeneous T helper cell subsets. Immunity. 1998;8:275-83.

11. Murphy KM, Ouyang W, Farrar JD, Yang J, Ranganath S, Asnagli
H, et al. Signaling and transcription in T helper development.
Annu Rev Immunol. 2000;18:451-594.

12. Michimata T, Tsuda H, Sakai M, Fujimura M, Nagata K, Naka-
mura M, et al. Accumulation of CRTH2-positive T-helper 2 and
T-cytotoxic 2 cells at implantation sites of human decidua
in a prostaglandin D(2)-mediated manner. Mol Hum Reprod.
2002;8:181-7.


http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0005
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0010
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0015
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0020
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0025
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0030
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0035
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0040
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0045
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0050
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0055
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0060

742

V. Ruiz et al

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Helliwell RJ, Keelan JA, Marvin KW, Adams L, Chang MC,
Anand A, et al. Gestational age-dependent up-regulation of
prostaglandin D synthase (PGDS) and production of PGDS-
derived antiinflammatory prostaglandins in human placenta. J
Clin Endocrinol Metab. 2006;91:597-606.

Boyd A, Morris L, Phillips Ch, Menter A. Psoriasis and pregnancy:
Hormone and immune system interaction. Int J Dermatol.
1996;35:169-72.

Zen M, Ghirardello A, laccarino L, Tonon M, Campana C,
Arienti S, et al. Hormones, immune response and pregnancy
in healthy women and SLE patients. Swiss Med Wkly. 2010;140:
187-201.

Carter J, Ladhani A, Ricca L, Valeriano J, Vasey F. A safety
assessment of tumor necrosis factor antagonists during preg-
nancy: A review of the Food and Drug Administration database.
J Rheumatol. 2009;36:635-41.

Baena A, Leung J, Sullivan AD, Landires |, Vasquez-Luna D,
Quinones-Berrocal J. TNF-a promoter single nucleotide poly-
morphisms are markers of human ancestry. Genes Immun.
2002;3:482-7.

Tanriverdi F, Silveira LF, MacColl GS, Bouloux PM. The
hypothalamic-pituitary-gonadal axis: Immune function and
autoimmunity. J Endocrinol. 2003;176:293-304.
Szekeres-Bartho J, Wilczynski JR, Basta P, Kalinka J. Role of
progesterone and progestin therapy in threatened abortion and
preterm labour. Front Biosci. 2008;13:1981-90.

Im S, Lee ES, Kim W, Song J, Kim J, Lee M, et al. Expression of
progesterone receptor in human keratinocytes. J Korean Med
Sci. 2000;15:647-54.

Tauscher AE, Fleischer AB, Phelps KC, Feldman SR. Psoriasis and
pregnancy. J Cutan Med Surg. 2002:561-70.

Raychaudhuri SP, Navare T, Gross J, Raychaudhuri SK. Cli-
nical course of psoriasis during pregnancy. Int J Dermatol.
2003;42:518-20.

Lima X, Janakiraman V, Hughes M, Kimball A. The impact
of psoriasis on pregnancy outcomes. J Invest Dermatol.
2012;132:85-91.

Bastek JA, Brown AG, Anton L, Srinivas SK, D’addio A, Elovitz M.
Biomarkers of inflammation and placental dysfunction are asso-
ciated with subsequent preterm birth. J Matern Fetal Neonatal
Med. 2011;24:600-5.

Landau JM, Moody MN, Kazakevich N, Goldberg LH. Psoriasis
and the pregnant woman: What are the key considerations? Skin
Therapy Lett. 2011;16:1-3.

Ben-David G, Sheiner E, Hallak M, Levy A. Pregnancy out-
come in women with psoriasis. J Reprod Med. 2008;53:
183-7.

Cohen-Barak E, Nachum Z, Rozenman D, Ziv M. Pregnancy out-
comes in women with moderate to severe psoriasis. J Eur Acad
Dermatol. 2011;25:1041-7.

Yang YW, Chen Ch, Chen YH, Lin HCh. Psoriasis and pregnancy
outcomes: A nationwide population-based study. J Am Acad Der-
matol. 2011;64:71-7.

Chi CC, Wang SH, Kirtschig G, Wojnarowska F. Systematic review
of the safety of topical corticosteroids in pregnancy. J Am Acad
Dermatol. 2010;62:694-705.

Robertson DB, Maibach HI. Topical corticosteroids. Int J Derma-
tol. 1982;21:59-67.

Glinther C, Kecskes A, Staks T, Tauber U. Percutaneous
absorption of methylprednisolone aceponate following topical
application of Advantan lotion on intact, inflamed and strip-
ped skin of male volunteers. Skin Pharmacol Appl Skin Physiol.
1998;11:35-42.

Mattison DR. Transdermal drug absorption during pregnancy.
Clin Obstet Gynecol. 1990;33:718-27.

Sun K, Yang K, Challis JR. Glucocorticoid actions and metabo-
lism in pregnancy: Implications for placental function and fetal
cardio-vascular activity. Placenta. 1998;19:353-60.

34.

35.

36.

37.

38.

39.

40.

M.

42.

43.

45.

46.

47.

48.

49.

50.

51.

52.

53.

Beitins IZ, Bayard F, Ances IG, Kowarski A, Migeon CJ. The trans-
placental passage of prednisone and prednisolone in pregnancy
near term. J Pediatr. 1972;81:936-45.

Murphy BE, Clark SJ, Donald IR, Pinsky M, Vedady D. Conversion
of maternal cortisol to cortisone during placental trans-
fer to the human fetus. Am J Obstet Gynecol. 1974;118:
538-41.

Yang K. Placental 11
nase: Barrier to maternal glucocorticoids.
1997;2:129-32.

Miller NM, Williamson C, Fisk NM, Glover V. Infant cortisol res-
ponse after prolonged antenatal prednisolone treatment. BJOG.
2004;111:1471-4.

Murphy VE, Fittock RJ, Zarzycki PK, Delahunty MM, Smith R,
Clifton VL. Metabolism of synthetic steroids by the human pla-
centa. Placenta. 2007;28:39-46.

Chi CC, Lee CW, Wojnarowska F, Kirtschig G. Safety of topical
corticosteroids in pregnancy. Cochrane Database Syst Rev. 2009
Jul 8:CD007346.

Chi CC, Mayon-White RT, Wojnarowska FT. Safety of topical cor-
ticosteroids in pregnancy: A population-based cohort study. J
Invest Dermatol. 2011;131:884-91.

Hviid A, Molgaard-Nielsen D. Corticosteroid use during preg-
nancy and risk of orofacial clefts. CMAJ. 2011;183:796-
804.

Chi CC, Kirtschig G, Aberer W, Gabbud JP, Lipozenci¢ J,
Karpati S, et al. Evidence-based (S3) guideline on topical corti-
costeroids in pregnancy. Br J Dermatol. 2011;165:943-52.

Bae YS, Van Voorhees AS, Hsu S, Korman NJ, Lebwohl MG,
Young M, et al. Review of treatment options for psoriasis
in pregnant or lactating women: From the medical board
of the National Psoriasis Foundation. J Am Acad Dermatol.
2012;67:459-77.

beta-hydroxysteroid dehydroge-
Rev Reprod.

. Torloni MR, Cordioli E, Zamith MM, Hisaba WJ, Nardozza LM,

Santana RM, et al. Reversible constriction of the fetal ductus
arteriosus after maternal use of topical diclofenac and methyl
salicylate. Ultrasound Obstet Gynecol. 2006;27:227-9.

Khan A, Bourgeois J, Mohide P. Agnathia-otocephaly complex in
a fetus with maternal use of topical 1% salicylate. Clin Dysmorp-
hol. 2008;17:75-6.

Menter A. Pharmacokinetics and safety of tazarotene. J Am
Acad Dermatol. 2000;43 2 Pt 3:S31-5.

Tang-Liu DD-S, Matsumoto RM, Usansky JI. Clinical phar-
macokinetics and drug metabolism of tazarotene: A novel
topical treatment of acne and psoriasis. Clin Pharmacokinet.
1999;37:273-87.

Dovonex label (Brystol-Myers Squibb). [consultado 6 Jun
2013]. Disponible en: http://dailymed.nlm.nih.gov/dailymed/
lookup.cfm?setid=13916cd3-6fe6-401e-af71-07ae2686bce0
Franssen ME, van der Wilt GJ, de Jong PC, Bos RP, Arnold WP. A
retrospective study of the teratogenicity of dermatological coal
tar products. Acta Derm Venereol. 1999;79:390-1.

Martin Ezquerra G, Sanchez Regana M, Herrera Acosta E, Umbert
Millet P. Topical tacrolimus for the treatment of psoriasis on
the face, genitalia, intertriginous areas and corporal plaques. J
Drugs Dermatol. 2006;5:334-6.

Draelos Z, Nayak A, Pariser D, Shupack JL, Chon K, Abrams B,
et al. Pharmacokinetics of topical calcineurin inhibitors in adult
atopic dermatitis: A randomized, investigator-blind compari-
son. J Am Acad Dermatol. 2005;53:602-9.

Jain AB, Reyes J, Marcos A, Mazariegos G, Eghtesad B,
Fontes PA, et al. Pregnancy after liver transplantation with
tacrolimus immunosuppression: A single center’s experience
update at 13 years. Transplantation. 2003;76:827-32.

Kainz A, Harabacz |, Cowlrick IS, Gadgil SD, Hagiwara D.
Review of the course and outcome of 100 pregnancies in
84 women treated with tacrolimus. Transplantation. 2000;70:
1718-21.


http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0065
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0070
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0075
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0080
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0085
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0090
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0095
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0100
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0105
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0110
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0115
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0120
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0125
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0130
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0135
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0140
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0145
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0150
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0155
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0160
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0165
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0170
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0175
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0180
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0185
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0190
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0195
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0200
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0205
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0210
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0215
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0220
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0225
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0230
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0235
http://dailymed.nlm.nih.gov/dailymed/lookup.cfm?setid=13916cd3-6fe6-401e-af71-07ae2686bce0
http://dailymed.nlm.nih.gov/dailymed/lookup.cfm?setid=13916cd3-6fe6-401e-af71-07ae2686bce0
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0245
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0250
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0255
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0260
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0265

Psoriasis y embarazo: revision (1)

743

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Jain A, Venkataramanan R, Fung JJ, Gartner JC, Lever J, Balan
V, et al. Pregnancy after liver transplantation under tacrolimus.
Transplantation. 1997;64:559-65.

Archier E, Devaux S, Castela E, Gallini A, Aubin F, Le Maitre M,
et al. Efficacy of psoralen UV-A therapy vs. narrowband UV-
B therapy in chronic plaque psoriasis: A systematic literature
review. J Eur Acad Dermatol Venereol. 2012;26 Suppl 3:
11-21.

El-Saie LT, Rabie AR, Kamel MI, Seddeik AK, Elsaie ML. Effect
of narrowband ultraviolet B phototherapy on serum folic acid
levels in patients with psoriasis. Lasers Med Sci. 2011;26:
481-5.

Vun YY, Jones B, Al-Mudhaffer M, Egan C. Generalized pustular
psoriasis of pregnancy treated with narrowband UVB and topical
steroids. J Am Acad Dermatol. 2006;54 Suppl 2:528-30.
Park-Wyllie L, Mazzotta P, Pastuszak A, Moretti ME, Beique L,
Hunnisett L, et al. Birth defects after maternal exposure to
corticosteroids: Prospective cohort study and meta-analysis of
epidemiological studies. Teratology. 2000;62:385-92.
Crowther CA, Doyle LW, Haslam RR, Hiller JE, Harding JE, Robin-
son JS, ACTORDS Study Group. Outcomes at 2 years of age
after repeat doses of antenatal corticosteroids. N Engl J Med.
2007;20:1179-89.

Ficha técnica de Soriatane. [consultado 6 Jun 2013]. Disponible
en: http://www.rxlist.com/soriatane-drug.htm

Lamarque V, Leleu MF, Monka C, Krupp P. Analysis of 629
pregnancy outcomes in renal transplant recipients with Sandim-
mune. Transplant Proc. 1997;29:2480.

Bar Oz B, Hackman R, Einarson T, Koren G. Pregnancy outcome
after cyclosporine therapy during pregnancy: A meta-analysis.
Transplantation. 2001;71:1051-5.

Armenti VT, McGrory CH, Cater JR, Radomski JS, Moritz MJ.
Pregnancy outcomes in female transplant recipients. Transplan-
tation Proc. 1998;30:1732-4.

64.

65.

66.

72.

73.

74.

75.

76.

78.

79.

Edmonds EV, Morris SD, Short K, Bewley SJ, Eady RA. Pustular
psoriasis of pregnancy treated with cyclosporine and high dose
prednisolone. Clin Exp Dermatol. 2005;30:709-10.

Shaheen FA, al-Sulaiman MH, al-Khader AA. Long-term
nephrotoxicity after exposure to cyclosporine in utero. Trans-
plantation. 1993;56:224-5.

di Paolo S, Schena A, Morrone LF, Manfredi G, Stallone G,
Derosa C, et al. Immunologic evaluation during the first
year of life of infants born to cyclosporine-treated female
kidney transplant recipients: Analysis of lymphocyte subpo-
pulations and immunoglobulin serum levels. Transplantation.
2000;69:2049-54.

Hyoun SC, Obican SG, Scialli AR. Teratogen update: Methotre-
xate. Birth Defects Res A Clin Mol Teratol. 2012:94187-207.
Al-Saleh E, Al-Harmi J, Al-Rashdan I, Al-Shammari M, Nandaku-
maran M. Maternal-fetal transport kinetics of methotrexate in
perfused human placenta: In vitro study. J Matern Fetal Neona-
tal Med. 2007;20:411-8.

Jones KL. Fetal aminopterin/methotrexate syndrome. En:
Smith’s recognizable patterns of human malformation. 6th edi-
tion Philadelphia: Elsevier Saunders; 2006. p. 658-9.

Lloyd ME, Carr M, McElhatton P, Hall GM, Hughes RA. The effects
of methotrexate on pregnancy, fertility and lactation. QJM.
1999;92:551-63.

Feldkamp M, Carey JC. Clinical teratology counseling and
consultation case report: Low dose methotrexate exposure in
the early weeks of pregnancy. Teratology. 1993;47:533-9.
Beghin D, Cournot MP, Vauzelle C, Elefant E. Paternal expo-
sure to methotrexate and pregnancy outcomes. J Rheumatol.
2011;38:628-32.

Chambers CD, Tutuncu ZN, Johnson D, Jones KL. Human preg-
nancy safety for agents used to treat rheumatoid arthritis:
Adequacy of available information and strategies for developing
post-marketing data. Arthritis Res Ther. 2006;8:215.


http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0270
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0275
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0280
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0285
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0290
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0295
http://www.rxlist.com/soriatane-drug.htm
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0305
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0310
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0315
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0320
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0325
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0330
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0335
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0340
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0345
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0350
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0355
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0360
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365
http://refhub.elsevier.com/S0001-7310(13)00279-2/sbref0365

	Psoriasis y embarazo: revisión (i)
	Introducción
	Material y métodos
	Cambios inmunológicos y hormonales durante la gestación y su influencia en la psoriasis
	Curso de la psoriasis durante la gestación y factores de riesgo asociados
	Tratamiento de la psoriasis durante la gestación
	Terapia tópica y sistémica no biológica
	Corticoides tópicos. Categoría C de la Food and Drug Administration
	Ácido salicílico tópico. Sin categoría gestacional
	Antralina. Categoría C de la Food and Drug Administration
	Tazaroteno. Categoría x de la Food and Drug Administration
	Calcipotriol. Categoría C de la Food and Drug Administration
	Alquitrán de hulla. Sin categoría gestacional
	Tacrolimus. Categoría C de la Food and Drug Administration
	Radiación ultravioleta B (UVB). Sin categoría gestacional
	Corticoides sistémicos. Categoría C de la Food and Drug Administration
	Acitretina. Categoría X de la Food and Drug Administration
	Ciclosporina. Categoría C de la Food and Drug Administration
	Metotrexato. Categoría X de la Food and Drug Administration

	Responsabilidades éticas
	Protección de personas y animales
	Confidencialidad de los datos
	Derecho a la privacidad y consentimiento informado

	Conflicto de intereses
	Bibliografía


