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Resumen Las neoplasias anexiales cutaneas malignas constituyen un grupo de carcinomas
poco frecuentes, habitualmente de bajo grado de malignidad, que muestran diferenciacion
folicular, sebacea, apocrina o ecrina o una combinacion de las 3 primeras. Clinicamente suelen
ser neoplasias con caracteristicas poco distintivas, siendo necesaria una biopsia que permitira
establecer el tipo de diferenciacion y el diagnostico definitivo. Al tratarse de una enfermedad
poco frecuente, no existe un claro consenso sobre el tratamiento mas eficaz. En la mayoria de
casos se considera la microcirugia de Mohs como la opcion mas efectiva para prevenir recidivas.
La radioterapia y quimioterapia han sido escasamente estudiadas y solo se han mostrado eficaces
en escasas ocasiones.

© 2017 AEDV. Publicado por Elsevier Espana, S.L.U. Todos los derechos reservados.

Treatment of Malignant Cutaneous Adnexal Neoplasms

Abstract Malignant cutaneous adnexal neoplasms form a group of rare, typically low-grade-
malignancy carcinomas with follicular, sebaceous, apocrine, or eccrine differentiation or a
combination of the first 3 subtypes. Their clinical presentation is usually unremarkable, and
biopsy is required to establish the differentiation subtype and the definitive diagnosis. Due to
their rarity, no clear consensus has been reached on which treatment is most effective. Mohs
micrographic surgery is considered to be the best option to prevent recurrence in the majority
of patients. Radiotherapy and chemotherapy have been studied in very few cases and have
rarely been shown to be effective.

© 2017 AEDV. Published by Elsevier Espana, S.L.U. All rights reserved.
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Las neoplasias anexiales cutaneas malignas constituyen un
grupo de carcinomas poco frecuentes, habitualmente de
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Tratamiento de las neoplasias anexiales cutaneas malignas

bajo grado de malignidad. Aunque la mayoria de ellas tiene
escaso potencial de producir metastasis a distancia, se trata
de neoplasias muy destructivas localmente y que requie-
ren extirpaciones amplias para asegurar margenes libres de
tumoracion. Si bien las caracteristicas histopatologicas nos
permiten identificarlas, las caracteristicas clinicas en gene-
ral son muy inespecificas. El tipo de diferenciacion en cada
neoplasia se establece mediante la identificacion de hallaz-
gos histopatoldgicos de la misma que reproducen alguna de
las estructuras del anejo cutaneo normal correspondiente.
En general, como neoplasias malignas que son, estos hallaz-
gos de diferenciacion son poco evidentes, y habitualmente
se requiere el estudio de cortes seriados o de algunas téc-
nicas inmunohistoquimicas para poder establecer el tipo
de diferenciacion en un determinado carcinoma anexial.
Muchos de estos carcinomas Unicamente muestran diferen-
ciacion ductal, y como el ducto ecrino y el apocrino hoy por
hoy son indistinguibles desde el punto de vista histologico,
inmunohistoquimico y ultraestructural, lo Unico que pode-
mos decir en estos casos es que se trata de un carcinoma
ductal, sin que podamos establecer una diferenciacion mas
concreta. Si bien la diferenciacion es escasa, existen algu-
nas caracteristicas histopatologicas que nos pueden orientar
a que nos encontremos ante una enfermedad maligna, como
se describe en la tabla 1. En este trabajo revisaremos las
neoplasias anexiales cutaneas malignas, que se enumeran
en la tabla 2.

El pilomatrixcarcinoma (PMC) es una neoplasia que apa-
rece en forma de un nodulo solitario casi siempre en la
mitad superior del cuerpo’, con predominio en varones de
edad media o avanzada. La mayoria de los casos publica-
dos muestran un comportamiento biologico poco agresivo,
aunque también existen ejemplos de PMC que han produ-
cido metastasis a los ganglios linfaticos regionales y a los
drganos internos causando la muerte del paciente?.

Desde el punto de vista histopatoldgico es una neopla-
sia asimétrica y mal delimitada, que con frecuencia ulcera
la epidermis que la recubre. Esta constituida por una proli-
feracion de células basaloides inmaduras, que recuerdan a
las de la matriz folicular, agrupadas bien en islotes solidos
bien en forma de cordones que infiltran la dermis pro-
funda, el tejido celular subcutaneo e incluso la fascia y el
musculo (fig. 1). El hallazgo mas caracteristico consiste en
la presencia de islotes de células sombra como evidencia de
diferenciacion matricial®.

El PMC es un tumor maligno que habitualmente muestra una
agresividad local, con invasion de las estructuras adyacen-
tes y persiste en el 60% de los casos debido a una extirpacion
incompleta de la lesion primitiva®. Cuando producen metas-
tasis puede ser por via hematogena o linfatica, habiéndose
descrito pacientes que han fallecido como consecuencia de
metastasis diseminadas®. La mayoria de publicaciones reco-
miendan extirpaciones amplias con margenes entre 5mm
y 2cm®’, siendo la cirugia de Mohs (CMM) una opcién con
buenos resultados al obtener margenes libres con mayor

Diagnostico diferencial histopatologico entre neo-
plasia benigna y neoplasia maligna

Neoplasias benignas
Simétrica

Bien circunscrita

A menudo, forma de v
abierta hacia arriba

A menudo, orientacion
vertical

Bordes lisos

Tejido fibroso periférico
dispuesto de manera
compacta

Grietas de separacion
entre el estroma de la
neoplasia y la dermis
sana adyacente

A menudo, se enuclea
facilmente tras la
incision

El estroma predomina
sobre el epitelio

Tiende a estar localizada
superficialmente

No ulcera la epidermis
Los islotes tumorales
estan separados por
abundante estroma

Los islotes tumorales son
relativamente uniformes
en forma y tamano
Islotes tumorales
individuales y de
pequeno tamano

Bien diferenciada
Estructuras anexiales
preexistentes
conservadas
Habitualmente, no
necrosis en masa

No células neoplasicas en
localizacion perineural
No células neoplasicas
en localizacion
intravascular

No se observan cordones
de células epiteliales
entre los haces

de colageno

Los islotes tumorales
tienden a disminuir de
tamano a medida que
penetran en la dermis

Neoplasias malignas

Asimétrica

Mal circunscrita

A menudo, sin forma de v
abierta hacia arriba

A menudo, orientacion
horizontal

Bordes dentados

Tejido fibroso periférico
dispuesto de manera no
compacta

Grietas de separacion entre
epitelio y estroma de la
neoplasia

A menudo, no se enuclea
facilmente tras la incision

El epitelio predomina sobre el
estroma

Tiende a infiltrar en
profundidad

A menudo, ulcera la epidermis
Los islotes tumorales estan
separados por escaso estroma

Los islotes tumorales varian
en forma y tamano

Islotes tumorales confluentes
«en sabana»

Mal diferenciada

Estructuras anexiales
preexistentes destruidas por la
neoplasia

A menudo, necrosis en masa

A menudo, células neoplasicas
en localizacion perineural

A veces, células neoplasicas
en localizacion intravascular

Cordones epiteliales entre los
haces de colageno

Los islotes tumorales no
tienden a disminuir de tamano
a medida que penetran en la
dermis

frecuencia®®. Los casos en los que se ha utilizado radiote-
rapia adyuvante presentan resultados variables, sin mejoria
clara de la tasa de recurrencias. Los tratamientos quimiote-
rapicos intravenosos no se han mostrado efectivos’. Debido a
la alta tasa de recurrencias y de metastasis, principalmente
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Figura 1 Caracteristicas histopatologicas del pilomatrixcarcinoma. A. Vision panoramica mostrando una lesion constituida por
numerosos islotes tumorales infiltrando la dermis. B. Islotes de células matriciales con células sombra en su centro. C. Detalle
de las células matriciales y las células sombra. D. Detalle a gran aumento de las células neoplasicas con diferenciacion matricial.
(Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Tabla 2 Clasificacion de las neoplasias anexiales malignas linfaticas, se recomienda el seguimiento periédico cada 4-
segln su tipo de diferenciacion 6 meses con examen clinico, incluyendo el de los ganglios
linfaticos regionales’.

Neoplasias anexiales malignas con diferenciacion folicular

Pilomatrixcarcinoma

Neoplasias anexiales malignas con diferenciacion sebdcea

Carcinoma sebaceo

Neoplasias anexiales malignas con deferenciacion ecrina
0 apocrina

Siringocistodenocarcinoma papilifero
Carcinoma tubular

Carcinoma papilar
Hidroadenocarcinoma papilifero
Hidroadenocarcinoma apocrino
Tumor mixto maligno
Cilindrocarcinoma
Espiradenocarcinoma

Carcinoma siringoide

Porocarcinoma

Carcinoma anexial microquistico
Carcinoma adenoide quistico
Carcinoma mucinoso

Carcinoma de células en anillo de sello
Enfermedad de Paget extramamaria

Carcinoma sebaceo

Existen 2 variantes clinicas de carcinoma sebaceo, el ocular
y el extraocular. Esta distincion se basa no solo en la dis-
tinta localizacion anatomica de la tumoracion, sino también
en que clasicamente se ha considerado que el carcinoma
sebaceo ocular tenia mayor potencial metastasico que el
extraocular. Sin embargo, estudios recientes parecen cues-
tionar esta distincion'”.

En general, el carcinoma sebaceo (CS) de parpado es
una neoplasia que se desarrolla en pacientes de edad avan-
zada y frecuentemente se interpreta clinicamente como una
lesion inflamatoria, retrasando el diagnostico. La mayoria
de las lesiones de CS extraocular se desarrollan en la cara
y el cuello de pacientes de edad avanzada. Clinicamente la
lesion aparece como un nodulo o una placa indurada, que
en ocasiones ulcera la epidermis.

Histopatoldgicamente, el CS se presenta como una lesion
mal delimitada, constituida por islotes epiteliales que infil-
tran la dermis o el corion de la mucosa conjuntival, en el
caso de los de parpado, y frecuentemente se extiende al
tejido celular subcutaneo (fig. 2). El grado citologico de dife-
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Figura 2

Caracteristicas histopatologicas del carcinoma sebaceo. A. Vision panoramica mostrando islotes de células neoplasicas

infiltrando todo el espesor de la dermis. B. Tendencia a confluir de algunos agregados de células neoplasicas. C. Detalle de la
diferenciacion sebacea en forma de sebocitos en distintos estadios de maduracion. D. Sebocitos en distintos estadios madurativos.

(Hematoxilina-eosina, A x10, B x40, C x200, D x400).

renciacion sebacea en estas neoplasias es variable, y algunas
muestran células neoplasicas con una morfologia de seboci-
tos completamente maduros con su citoplasma repleto de
vacuolas lipidicas y el nicleo retraido con contorno espicu-
lado, debido a la presion que ejercen las vacuolas lipidicas
del citoplasma sobre la membrana nuclear, y otras aparecen
como células basaloides inmaduras. La presencia de conduc-
tos con morfologia similar a la del conducto sebaceo, con
cuticula aserrada, puede ser una buena clave diagnostica''.
En la actualidad, la adipofilina constituye un marcador inmu-
nohistoquimico muy Util de diferenciacion sebacea que se
puede investigar en material fijado en formol e incluido en
parafina'?.

Tratamiento

El tratamiento de eleccion es la extirpacion quirirgica,
y existen varios trabajos proponiendo la CMM como la
mejor alternativa terapéutica'®. La radioterapia adyuvante
en casos recurrentes o con metastasis se ha mostrado
efectiva®. Un diagnédstico de carcinoma sebaceo obliga a
descartar un sindrome de Muir-Torre en el paciente’.

Siringocistoadenocarcinoma papilifero

Parece ser que la mayoria de las siringocistoadenocarci-
nomas papiliferos (SCAP) descritos se han originado por

degeneracion maligna de un siringocistoadenoma papilifero
preexistente, casi siempre en un nevus de Jadassohn'®. Es
mas frecuente en mujeres, con preferencia por el cuero
cabelludo. Clinicamente aparece como una placa formada
por la confluencia de multiples papulas amarillentas, que
en algunas areas se ulceran y se cubren de costras.

Es similar histopatolégicamente a su contrapartida
benigna, ya que aparece constituido por grandes estructuras
papilares, pero se diferencia por tratarse de una neoplasia
asimétrica, mal delimitada y que invade la hipodermis y los
tejidos subyacentes. Las formaciones papilares se proyec-
tan en el interior de cavidades quisticas, que a su vez estan
conectadas con el epitelio de infundibulos foliculares pree-
xistentes y estan revestidas por un epitelio con signos claros
de atipia y frecuentes figuras de mitosis (fig. 3)"’.

Tratamiento

El SCAP se comporta como un adenocarcinoma de bajo
grado de malignidad. De los 36 casos descritos en la lite-
ratura 5 han desarrollado metastasis linfaticas regionales y
solo uno de estos pacientes murid como consecuencia de la
enfermedad'®-22. La CMM ha demostrado buenos resultados,
pero la extirpacion con margenes amplios sigue siendo el
tratamiento mas utilizado. La efectividad de la radioterapia
no esta clara al presentar resultados variables??%3,
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Figura 3

Caracteristicas histopatologicas del siringocistoadenocarcinoma papilifero. A. Vision panoramica mostrando agregados

de células neoplasicas de forma y tamafo variable infiltrando la dermis. B. Formaciones papilares conectadas con la superficie
epidérmica. C. Las estructuras papilares estan tapizadas por una doble hilera de células epiteliales. D. Imagenes de atipia y
pleomorfismo nuclear en las células epiteliales que tapizan las papilas. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Carcinoma tubular

El carcinoma tubular apocrino es mas frecuente en mujeres
en edad media, apareciendo como un nédulo subcutaneo
de consistencia firme, que a veces se adhiere a los tejidos
subyacentes. La localizacion preferente es la axila.

Desde el punto de vista histopatologico se caracteriza por
tratarse de una neoplasia constituida por multiples estruc-
turas ductales que se agrupan muy proximas unas a otras
ocupando todo el espesor de la dermis y el tejido celular
subcutaneo, disminuyendo el tamaio de las luces glandula-
res y los agregados tumorales a medida que la lesion penetra
en la dermis (fig. 4). Antes de establecer un diagnostico
de carcinoma tubular primitivamente cutaneo debemos des-
cartar que la lesion se trate de una metastasis cutanea de
un adenocarcinoma visceral o un carcinoma tubular en la
prolongacion axilar de la mama.

Tratamiento

La lesion debe extirparse quirdrgicamente en su totalidad.
El carcinoma tubular muestra un comportamiento bioldgico
mas maligno que otros carcinomas anexiales, con varios
casos descritos con metastasis a distancia y muerte del
paciente como consecuencia de enfermedad diseminada.

Carcinoma papilar (adenocarcinoma papilar
digital agresivo)

El carcinoma papilar (CP) es mas frecuente en hombres y
muestra una llamativa predileccion por asentar en dedos en
forma de nodulo subcutaneo de consistencia firme, que en
ocasiones ulcera la epidermis que lo recubre.
Histopatoldgicamente el CP, a pesar de esta denomina-
cion, es una neoplasia predominantemente sélida, y solo
focalmente las estructuras tubulares con papilas en su inte-
rior pueden ser predominantes?. Las células neoplasicas son
células basaloides con nucleo hipercromatico que se agrupan
mayoritariamente en agregados sélidos (fig. 5).

Tratamiento

El CP es una neoplasia maligna de crecimiento lento, con
alta tasa de persistencia tras extirpaciones incompletas. Se
ha descrito la muerte de 3 pacientes como consecuencia de
enfermedad metastasica diseminada muchos afios después
del diagnostico, demostrando el bajo grado de malignidad
de esta neoplasia’®. Cuando el tumor se extirpa de forma
radical o se realiza amputacion digital en los casos en dicha
localizacion, las recidivas bajan del 50% tras extirpaciones
conservadoras hasta un 5%%’. Debido a la frecuencia de dise-
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Figura 4  Caracteristicas histopatoldgicas del carcinoma tubular. A. Vision panoramica mostrando estructuras tubulares que infil-
tran la dermis. B. Estructuras tubulares inmersas en un estroma esclerotico. C. Estructuras tubulares de forma y tamano variable.
D. Indicios de secrecion por decapitacion en uno de los tibulos. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).

minacion se recomienda el estudio de ganglios linfaticos
regionales y placa de torax tras el diagndstico, y en las
revisiones anuales al menos durante 10 aios después de la
extirpacion, sin que se haya establecido con seguridad
la utilidad de la biopsia de ganglio centinela.

Hidroadenocarcinoma papilifero

Es frecuente que el hidroadenocarcinoma papilifero (HACP)
se origine en un hidroadenoma papilifero preexistente. La
mayoria de los casos descritos estaban localizados en la
region anogenital de mujeres en edad media. Las lesiones
consistian en tumoraciones excrecentes o nddulos subcuta-
neos, que a veces ulceraban la superficie que los recubria
drenando un material sanguinolento, y en la mayoria de los
casos se consideraron clinicamente como quistes sobrein-
fectados.

A pequefo aumento, el HACP muestra una apariencia
que recuerda a la del hidroadenoma papilifero, ya que
aparece constituido por una estructura quistica con forma-
ciones papilares protruyendo hacia el interior de este quiste.
Una observacion mas cuidadosa demuestra una arquitectura
irregular, con infiltracion de los tejidos adyacentes. Las for-
maciones papilares estan constituidas por un eje central de
tejido fibrovascular tapizado por una doble hilera de células

epiteliales, entre las que se observa pleomorfismo nuclear y
frecuentes figuras de mitosis?®.

Tratamiento

El HACP tiene potencial metastasico, debiendo extirparse
en su totalidad. De los 9 ejemplos descritos en la literatura,
3 mostraban metastasis en los ganglios linfaticos regionales
en el momento del diagndstico, y en 2 se produjo la muerte
como consecuencia de enfermedad metastasica diseminada.

Hidroadenocarcinoma apocrino

El hidroadenocarcinoma apocrino es mas frecuente en varo-
nes alrededor de los 50 anos. La neoplasia aparece como un
nodulo subcutaneo asintomatico con caracteristicas clinicas
inespecificas.

El hidroadenocarcinoma apocrino aparece histopatolo-
gicamente como una neoplasia multilobulada, con islotes
solidos de células neoplasicas que varian en formay tamano,
y que infiltran en profundidad de manera asimétrica (fig. 6).
La presencia de formaciones tubulares es evidente en la
mayoria de las lesiones, mostrando en ocasiones secrecion
por decapitacion en el borde luminal®’.
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Figura 5

Caracteristicas histopatologicas del carcinoma papilar. A. Vision panoramica mostrando una neoplasia que infiltra todo el

espesor de la dermis y se extiende al tejido celular subcutaneo. B. Agregados de células neoplasicas de forma y tamafio variable. C.
Esbozos de formaciones papilares en algunos de los agregados neoplasicos. D. Detalle de las formaciones papilares. (Hematoxilina-

eosina, A x10, B x40, C x200, D x400).

Tratamiento

A dia de hoy el tratamiento de la enfermedad localizada
es la extirpacion quirtrgica completa. En los pocos casos
publicados se ha observado que estos carcinomas presen-
tan comportamiento bioldgico agresivo, con altas tasas de
recurrencia local, asi como metastasis con prondstico des-
favorable en general. Existe una publicacion con buena
respuesta a quimioterapia y radioterapia en un paciente con
enfermedad diseminada®®.

Tumor mixto maligno

El tumor mixto maligno (TMM) no muestra caracteristicas
clinicas distintivas, apareciendo como un nédulo subcutaneo
que en ocasiones ulcera la epidermis. A veces, la neoplasia
infiltra los tejidos subyacentes, apareciendo adherida a pla-
nos profundos. El TMM muestra histopatologicamente una
arquitectura irregular con presencia de un doble compo-
nente, epitelial y mesenquimal, con formacion de ductos
y pequefos tubulos en el interior del componente epite-
lial. Habitualmente el componente mesenquimal del tumor
mixto maligno es mixoide (fig. 7) y, mas rara vez, condroide
u osteoide®'.

Tratamiento

Mas de la mitad de los ejemplos descritos de TMM han dado
lugar a metastasis, tanto a los ganglios linfaticos regionales
como a distancia, ocasionando la muerte a varios pacientes.
Por lo tanto, Unicamente la extirpacion quirirgica completa
de la neoplasia, antes de que el proceso metastasico se haya
iniciado, consigue la curacion.

Cilindrocarcinoma

El cilindrocarcinoma es mas frecuente por degeneracion
maligna de un cilindroma preexistente que originado de
novo, siendo mas frecuente en pacientes con lesiones multi-
ples. Son lesiones que tras afnos de estabilidad presentan un
crecimiento rapido, incluso ulcerando la epidermis. Es fre-
cuente que en el momento de la consulta la lesion ya infiltre
la tabla 6sea del craneo subyacente.

Histopatoldgicamente, el cilindrocarcinoma (cc) aparece
constituido por mdltiples islotes de células basaloides dis-
puestas con un patrén en rompecabezas (fig. 8), recordando
a un cilindroma. A veces, ambas neoplasias, cilindroma y
CC, estan presentes en la misma lesion y puede observarse
una transicion gradual entre ellas. La asimetria arquitectu-
ral, asi como la atipia citologica, con presencia de areas de
necrosis debe llevar al diagndstico de CC*2,
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Figura 6

Caracteristicas histopatologicas del hidroadenocarcinoma apocrino. A. Vision panoramica de una neoplasia que infiltra

todo el espesor de la dermis. B. Variabilidad de agregados neoplasicos en forma y tamafo. C. Algunos agregados neoplasicos estan
constituidos por células de citoplasma palido. D. Detalle de uno de los agregados neoplasicos mostrando diferenciacion ductal.

(Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Tratamiento

El CC es un carcinoma de alto grado de malignidad y debe
ser extirpado quirdrgicamente con margenes amplios. De los
29 casos descritos en la literatura 11 dieron lugar a metas-
tasis a distancia y 9 pacientes murieron como consecuencia
de la enfermedad metastasica diseminada. La CMM ha sido
propuesta como la mejor alternativa terapéutica®.

Espiradenocarcinoma

Clinicamente suele presentarse como un espiradenoma de
larga evolucion, que repentinamente comienza a crecer. Es
mas frecuente en las extremidades, aunque puede aparecer
en cualquier area corporal.

Histopatoldgicamente, los espiradenocarcinomas (EAC)
se dividen en bien y mal diferenciados. Los primeros presen-
tan hallazgos en comln con el espiradenoma, apareciendo
constituidos por agregados epiteliales de células basaloides,
con multiples formaciones ductales en su interior (fig. 9). Sin
embargo, se trata de lesiones asimétricas y mal delimitadas,
en las que los islotes de células epiteliales muestran gran
variabilidad en forma y tamafno, con frecuentes areas de
necrosis e infiltracion de los tejidos adyacentes. En los EAC
mal diferenciados solo puede establecerse con seguridad el
diagnostico cuando se observan restos de un espiradenoma

en la vecindad de un carcinoma indiferenciado, porque la
neoplasia estda muy pobremente diferenciada y en algunos
casos compuesta por células fusiformes y puede confundirse
con un sarcoma**.

Tratamiento

El EAC debe extirparse quirirgicamente en su totalidad, al
ser un carcinoma de alto grado de malignidad. De los 31
casos descritos en la literatura, 12 presentaban metasta-
sis a distancia en el momento del diagndstico, y al menos
5 pacientes murieron como consecuencia de enfermedad
metastasica. Establecer el grado de diferenciacion en el
momento del diagndstico es crucial para el pronéstico, ya
que las neoplasias mejor diferenciadas muestran un com-
portamiento biolégico mas indolente y practicamente nunca
desarrollan metastasis®°.

Carcinoma siringoide

El carcinoma siringoide (CSi) se presenta como una lesion
de crecimiento lento, con preferencia por localizarse en la
cabeza. Aparece como una placa o nodulo subcutaneo de
llamativa dureza a la palpacion.

Histopatolégicamente, el CSi aparece constituido por
multiples estructuras ductales y pequefos quistes que ocu-
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Figura7  Caracteristicas histopatoldgicas del tumor mixto maligno. A. Vision panoramica mostrando una neoplasia mal delimitada.
B. Agregados de células epiteliales neoplasicas inmersas en un estroma mixoide. C. Los agregados neoplasicos estan constituidos
por células de nlcleo atipico y pleomorfico. D. Alguno de los agregados neoplasicos muestra evidencia de diferenciacion ductal.
(Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Figura 8 Caracteristicas histopatologicas del cilindrocarcinoma. A. Vision panoramica mostrando una neoplasia mal delimitada
que infiltra todo el espesor de la dermis. B. La neoplasia esta constituida por agregados de células neoplasicas basaloides. C. Estos
agregados se distribuyen con un patron en «rompecabezas» acoplandose unos con otros. D. Detalle de uno de los agregados de
células neoplasicas rodeados por una gruesa membrana basal. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).
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Figura 9

Caracteristicas histopatologicas del espiradenocarcinoma. A. Vision panoramica mostrando un espiradenoma en la dermis

y un nddulo de espiradenocarcinoma en el tejido celular subcutaneo. B. El nddulo de espiradenocarcinoma esta constituido por
una sabana de las células neoplasicas. C. Estas células neoplasicas muestran nlcleos pleomorficos y frecuentes figuras de mitosis.
D. Detalle a gran aumento de las células neoplasicas, varias de ellas en mitosis. (Hematoxilina-eosina, A x10, B x40, C x200,

D x400).

pan todo el espesor de la dermis, y a menudo infiltran el
tejido celular subcutaneo con destruccion de estructuras
adyacentes® (fig. 10).

Tratamiento

EL CSi muestra un caracter destructivo local y el tratamiento
debe conseguir la extirpacion quirirgica completa, siendo
la CMM el tratamiento de eleccion, con mejores resulta-
dos siempre que no existan areas en las que aparentemente
la neoplasia «salta» zonas de la dermis, sin evidencia de
agregados tumorales, que no deberan interpretarse como
un origen multifocal. En general la quimioterapia y la radio-
terapia se han utilizado para tratar tumores metastasicos.
Se han descrito casos en los que la radioterapia consiguio un
control local de la enfermedad®*-*°. Existe poca experiencia
con la quimioterapia, habiéndose obtenido solo respuesta
temporal en algunos casos>’“'.

Porocarcinoma

El porocarcinoma (PC) es una neoplasia de adultos y perso-
nas de edad avanzad, que se desarrolla mas frecuentemente

en las extremidades inferiores (fig. 9) como una lesion nodu-
lar o tumoral, a veces de superficie verrugosa y otras veces
ulcerada. La mayoria de los casos de PC aparecen de novo,
aunque también hay casos que provienen de una malig-
nizacion de un poroma preexistente de largo tiempo de
evolucion.

Histopatoldgicamente el PC muestra caracteristicas
arquitecturales tipicas de lesiones malignas, con asimetria
en forma y tamano y mala delimitacion. Estd compuesto
por agregados de células neoplasicas de 2 tipos: poroides
y cuticulares. En algunos agregados neoplasicos se observan
pequenas formaciones ductales rodeadas de células cuticu-
lares (fig. 11). En algunos casos de PC la neoplasia es tan
indiferenciada que no es posible distinguir estos 2 tipos cito-
logicos. Es frecuente el epidermotropismo y en algunos casos
es tan marcado que es dificil establecer desde el punto de
vista histopatologico si estamos ante una lesion primaria o
ante una metastasis epidermotropa“?.

Tratamiento

Aproximadamente el 20% de los PC descritos produjeron
metastasis a los ganglios linfaticos regionales*?. En este
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Figura 10  Caracteristicas histopatologicas del carcinoma siringoide. A. Vision panoramica mostrando una neoplasia mal delimitada
que infiltra todo el espesor de la dermis. B. La neoplasia esta constituida por pequenas formaciones ductales inmersas en un estroma
esclerotico. C. Estas formaciones ductales estan tapizadas por una hilera de células epiteliales y en algunas de ellas se observa una
prolongacion «en renacuajo» de la pared epitelial. D. Detalle a gran aumento de las células epiteliales que tapizan los ductos sin
mostrar imagenes de atipia citologica. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).

grupo con metastasis la mortalidad fue del 67%*. La extir-
pacion mediante la CMM es el tratamiento de eleccion,
observandose menor tasa de recurrencias y metastasis®.
Se ha postulado el papel de los genes HRAS y EGFR en la
histogénesis de algunas variantes de PC, lo que podria impli-
car la aparicion de nuevas terapias dirigidas en un futuro
cercano*.

Carcinoma anexial microquistico

El carcinoma anexial microquistico (CAM) es una neopla-
sia de crecimiento lento localizada preferentemente en la
piel de la region nasolabial y periorbitaria®. Consiste en un
nodulo o placa solitaria de consistencia firme, cuya super-
ficie puede presentar aspecto de piel normal, atroéfica o
descamativa, y raramente se ulcera.

Histopatoldgicamente el CAM se extiende profundamente
en la dermis (fig. 12) y, con frecuencia, infiltra el tejido
celular subcutaneo, pudiendo afectar incluso a la fascia y
al mUsculo esquelético subyacente, con frecuente infiltra-
cion perineural en las areas profundas de la lesion. El CAM
estd constituido por 3 componentes, dispuestos de forma
estratificada horizontal. Las areas superficiales presentan
estructuras quisticas rodeadas de células escamosas eosino-

filas y/o palidas. En los estratos centrales de la neoplasia
se observan islotes solidos de células palidas o eosindfilas,
de forma y tamano variable entremezclados con pequenas
formaciones ductales redondeadas inmersas en un estroma
esclerético, y en la profundidad de la neoplasia existen
estructuras tubulares alargadas, con material eosindfilo
homogéneo en su interior. Todas estas estructuras epitelia-
les estan inmersas en un estroma densamente desmoplasico
o esclerético®.

Tratamiento

El CAM es localmente destructivo. Debido a su mala circuns-
cripcion y la extension en profundidad invadiendo el tejido
celular subcutaneo, musculoesquelético e incluso al hueso,
la CMM es el tratamiento de eleccién?®. Como consecuencia
de su estroma es relativamente resistente a la radiotera-
pia y no hay experiencia con quimioterapia®, aunque en
€asos que no se consiguen margenes libres de tumoracion se
puede utilizar radioterapia adyuvante en dicha area*®. Las
metastasis son muy raras, pero no es rara la recurrencia,
habiéndose descrito hasta 30 aios después de la extirpacion
original, lo que refuerza la importancia del seguimiento de
estos pacientes a largo plazo®.
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Figura 11

Caracteristicas histopatologicas del porocarcinoma. A. Vision panoramica mostrando una neoplasia ulcerada que infiltra

todo el espesor de la dermis. B. Agregados neoplasicos de forma y tamano variable. C. Algunos agregados neoplasicos muestran
diferenciacion ductal. D. Detalle de los pequefios ductos tapizados por células cuticulares. (Hematoxilina-eosina, A x10, B x40, C

%200, D x400).

Carcinoma adenoide quistico

Esta neoplasia aparece como uno o varios nodulos dérmi-
cos que confluyen formando una placa indurada que con
frecuencia infiltra el tejido celular subcutaneo y aparece
adherida a tejidos profundos. El cuero cabelludo es la loca-
lizacion mas frecuente, aunque también puede desarrollarse
en otras areas corporales.

El carcinoma adenoide quistico (CAQ) primitivamente
cutaneo aparece histopatologicamente como una neoplasia
mal delimitada, constituida por agregados epiteliales que
infiltran en profundidad. Estos agregados, compuestos de
células basaloides, varian mucho en forma y tamafio de unas
zonas a otras (fig. 13), y de manera casi constante presentan
infiltracion peri y/o endoneural en las areas profundas de la
lesion. Las células neoplasicas se disponen con un patron en
el que alternan areas sdlidas con otras cribiformes, y es fre-
cuente observar depositos de membrana basal en el espesor
de los agregados tumorales®.

Tratamiento

El carcinoma adenoide quistico cutaneo es un carcinoma de
bajo grado de malignidad, que habitualmente se comporta
de manera destructiva local, pero que también posee capa-

cidad para metastatizar. Debe realizarse una extirpacion
quirdrgica completa de la tumoracion, con margenes de
al menos 2cm* o mediante CMM como mejor opcion®°.
La radioterapia adyuvante o incluso definitiva en casos no
extirpables o con invasion perineural se ha mostrado de
utilidad®'.

Carcinoma mucinoso

El carcinoma mucinoso primitivamente cutaneo (CMPC) es
algo mas frecuente en varones, localizandose casi siempre
en la cabeza. Se presenta generalmente como un nédulo
solitario, con una apariencia variable de la epidermis que lo
recubre y que raramente se ulcera. Un dato clinico al que
se le ha dado valor es el caracter transllcido de la lesion
al observarla por transiluminacion, y que se debe al alto
contenido de mucina en el estroma tumoral.
Histopatoldgicamente, el CMPC muestra una arquitectura
muy caracteristica, apareciendo constituida por pequeios
islotes de células neoplasicas basaloides rodeados por lagos
de mucina, que estan separados unos de otros por delga-
dos septos conectivos, compartimentalizando la tumoracion
(fig. 14). A veces pueden observarse agregados epiteliales
neoplasicos en la dermis profunda o en el tejido celular
subcutaneo, a cierta distancia del componente principal
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Figura 12

Caracteristicas histopatologicas del carcinoma anexial microquistico. A. Vision panoramica mostrando una neoplasia

que infiltra todo el espesor de la dermis. B. Agregados solidos y pequefos quistes conteniendo queratina. C. Algunos agregados
tumorales muestran formaciones ductales diminutas. D. Detalle de las pequefas formaciones ductales en algunos de los agregados
neoplasicos. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).

de la neoplasia, lo que explicaria la tendencia a persistir
de este carcinoma después de una extirpacion quirdrgica
incompleta.

El carcinoma mucinoso es poco frecuente como neoplasia
primitivamente cutanea. La mayoria de los casos localizados
en la piel son metastasicos. Hoy en dia no disponemos de nin-
guna técnica histopatologica o inmunohistoquimica que nos
permita diferenciar un CMPC de uno metastasico, hecho que
es de vital importancia, ya que las metastasis cutaneas de
un carcinoma mucinoso son indicativas de muy mal pronos-
tico, mientras que el carcinoma mucinoso primario cutaneo,
aunque capaz de causar metastasis en los ganglios linfaticos
regionales o a distancia, generalmente presenta un compor-
tamiento biologico indolente. Por lo tanto, ante cualquier
paciente con un carcinoma mucinoso en la piel debe des-
cartarse que se trate de una metastasis cutanea desde un
carcinoma mucinoso visceral, sobre todo de mama o de
colon. Estudios recientes han postulado un diferente patron
de citoqueratinas entre el carcinoma mucinoso primario
cutaneo y el carcinoma mucinoso metastasico en la piel*.

Tratamiento

El CMPC es un carcinoma de bajo grado de malignidad,
localmente destructivo, pero solo rara vez metastatiza.

La extirpacion con margenes amplios de al menos 1cm
genera una tasa de recurrencias de aproximadamente el
34%, pudiéndose reducir al 13% cuando se utiliza CMM>3.

Carcinoma de células en anillo de sello

Este raro tumor se presenta generalmente en personas
de edad avanzada, afectando sobre todo a los parpa-
dos y mas rara vez a las axilas, en forma de nddulo
o engrosamiento difuso de la piel, lo que con frecuen-
cia motiva que se confunda clinicamente con procesos
inflamatorios.

Lo mas caracteristico de este carcinoma es la morfologia
en anillo de sello de las células neoplasicas (fig. 15). Estas
células son bastante monomorfasy sin atipia evidente, por lo
que pueden ser mal interpretadas como histiocitos espumo-
sos simulando un proceso inflamatorio®. La neoplasia esta
constituida por cordones de células, pequefios islotes soli-
dos e incluso células neoplasicas aisladas inmersas en un
estroma esclerdtico.

Antes de establecer un diagndstico de carcinoma de célu-
las en anillo de sello (CCAS) primario de parpado se debe
descartar que la lesion corresponda a una metastasis palpe-
bral desde un CCAS de otra localizacion.
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Figura 13  Caracteristicas histopatologicas del carcinoma adenoide-quistico. A. Vision panoramica mostrando una neoplasia mal
delimitada que infiltra la fascia subcutanea. B. A mayor aumento los agregados de células neoplasicas muestran un patrén adenoide-
quistico. C. Agregados neoplasicos con patron adenoide-quistico de forma y tamafo variable. D. Detalle a mayor aumento de las
células neoplasicas. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Figura 14  Caracteristicas histopatologicas del carcinoma mucinoso. A. Vision panoramica mostrando una neoplasia con abundante
estroma mixoide. B. Delgados tabiques de tejido conectivo compartimentalizan la neoplasia. C. Las células neoplasicas son basaloides
y estan rodeadas de un estroma mixoide. D. Detalle a gran aumento de las células neoplasicas. (Hematoxilina-eosina, A x10, B

x40, C x200, D x400).
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Figura 15

Caracteristicas histopatologicas del carcinoma de células en anillo de sello de parpado. A. Vision panoramica mostrando

una neoplasia mal delimitada que infiltra todo el espesor de la dermis. B. La neoplasia esta constituida por células aisladas salpicadas
por la dermis. C. En algunas areas el estroma de la neoplasia es mixoide. D. Detalle a gran aumento de las células neoplasicas con
morfologia en anillo de sello. (Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Tratamiento

Parece ser que el CCAS de parpado es una neoplasia con
un alto potencial para producir metastasis a distancia®®. EL
tipo de tratamiento va a depender de la localizacion de la
neoplasia, pudiendo realizarse con facilidad la extirpacion
amplia en casos axilares, mientras que aquellos que apare-
cen en los parpados van a requerir margenes amplios, y con
frecuencia requieren la exenteracion orbitaria. La CMM ha
mostrado mejor capacidad de conseguir margenes libres. En
casos en que no se consiguen margenes libes parece que la
radioterapia adyuvante es de utilidad™.

Enfermedad de Paget extramamaria

Esta rara neoplasia es mas frecuente en mujeres de edad
avanzada. Se presenta como una macula o placa eritematosa
de bordes netos y superficie descamativa, cuya localizacion
preferente es el area genital.

Histopatoldgicamente, la enfermedad de Paget extrama-
maria (EPEM) se caracteriza por la presencia intraepitelial
de células de Paget que son células grandes, con un cito-
plasma amplio y palido y un nicleo redondo y pleomorfico
con nucléolos prominentes. A veces estas células mues-
tran evidencia de vacuolizacion citoplasmatica o incluso

formaciones glandulares intraepidermicas. Asi mismo, la
distribucion de estas células neoplasicas también es caracte-
ristica, distribuyéndose como células aisladas o en pequenos
grupos salpicadas por todas las capas del epitelio de la
epidermis y los anejos conformando un patron pagetoide
(fig. 16).

Tratamiento

La enfermedad de Paget extamamaria presenta un compor-
tamiento bioldgico indolente, con recurrencias frecuentes,
pero son muy escasos los casos descritos que han originado
metastasis a ganglios linfaticos, y solo en casos de muy larga
evolucion®®. La extirpacion completa es el tratamiento de
eleccion, algo no siempre facil de realizar con seguridad,
ya que es frecuente que la lesion muestre areas salpicadas
de epidermis respetada en medio de la proliferacion®” . La
CMM es el tratamiento de eleccién®®, aunque se han descrito
también buenos resultados tras tratamientos con imiqui-
mod al 5% y tazaroteno topicos®®, radioterapia local®'-¢?
y la terapia fotodinamica®®. La presencia de acantdlisis
epidérmica®®, la afectacion dérmica o linfovascular® y la
positividad para Her2/neu® se han propuesto como factores
de riesgo para la recurrencia.
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Figura 16  Caracteristicas histopatologicas de la enfermedad de Paget extramamaria. A. Vision panoramica mostrando una lesion
intraepidérmica. B. La neoplasia esta constituida por células neoplasicas aisladas salpicando la epidermis. C. Estas células neopla-
sicas muestran un nucleo pleomorfico y abundante citoplasma palido. D. Detalle de las células neoplasicas salpicando la epidermis.

(Hematoxilina-eosina, A x10, B x40, C x200, D x400).

Conflicto de intereses

Los autores declaran no tener ningln conflicto de intereses.

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.

Bibliografia

1. Lineaweaver WC, Wang TN, LeBoit PL. Pilomatrix carcinoma.
J Surg Oncol. 1988;37:171-4.

2. Niedermeyer HP, Peris K, Hofler H. Pilomatrix carcinoma
with multiple visceral metastases. Report of a case. Cancer.
1996;77:1311-4.

. Ackerman AB, de Viragh PA, Chongchitnant N. Matrical

carcinoma. En: Neoplasms with follicular differentiation. Phi-
ladelphia: Lea &Febiger; 1993. p. 661-75.

. McCulloch TA, Singh S, Cotton DW. Pilomatrix carcinoma and

multiple pilomatrixomas. Br J Dermatol. 1996;134:368-71.

. Sau P, Lupton GP, Graham JH. Pilomatrix carcinoma. Cancer.

1993;71:2491-8.

. Hardisson D, Linares MD, Cuevas-Santos J, Contreras F. Piloma-

trix carcinoma: A clinicopathologic study of six cases and review
of the literature. Am J Dermatopathol. 2001;23:394-401.

. Lazar AJ, Calonje E, Grayson W, Dei Tos AP, Mihm MC Jr,

Redston M, et al. Pilomatrix carcinomas contain mutations
in CTNNB1, the gene encoding beta-catenin. J Cutan Pathol.
2005;32:148-57.

. Sable D, Snow SN. Pilomatrix carcinoma of the back treated by

Mohs micrographic surgery. Dermatol Surg. 2004;30:1174-6.

. Melancon JM, Tom WL, Lee RA, Jackson M, Jiang SI. Management

of pilomatrix carcinoma: A case report of successful treatment
with Mohs micrographic surgery and review of the literature.
Dermatol Surg. 2011;37:1798-805.

. Moreno C, Jacyk WK, Judd MJ, Requena L. Highly aggres-

sive extraocular sebaceous carcinoma. Am J Dermatopathol.
2001;23:450-5.

. Wolfe JT, Wick MR, Campbell RJ. Sebaceous carcinoma of the

oculocutaneous adnexa and extraocular skin. En: Wick MR, edi-
tor. Pathology of unusual malignant cutaneous tumors. New
York: Marcel Dekker; 1985. p. 77-107.


http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0330
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0335
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0340
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0345
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0350
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0355
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0360
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0365
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0370
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0375
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0380

22

C. Bernardez, L. Requena

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Wolfe JT lll, Yeatts RP, Wick MR, Campbell RJ, Waller RR. Seba-
ceous carcinoma of the eyelid: Errors in clinical and pathologic
diagnosis. Am J Surg Pathol. 1984;8:597-606.

Yount AB, Bylund D, Pratt SG, Greenway HT. Mohs micrographic
excision of sebaceous carcinoma of the eyelids. J Dermatol Surg
Oncol. 1994;20:523-9.

Chang AY, Miller CJ, Elenitsas R, Newman JG, Sobanko JF. Mana-
gement considerations in extraocular sebaceous carcinoma.
Dermatol Surg. 2016;42:557-65.

Cohen PR. Sebaceous carcinoma of the ocular adnexa and the
Muir-Torre syndrome. J Am Acad Dermatol. 1992;27:279-80.
Parekh V, Guerrero CE, Knapp CF, Elmets CA, McKay KM. A his-
tological snapshot of hypothetical multistep progression from
nevus sebaceus to invasive syringocystadenocarcinoma papilli-
ferum. Am J Dermatopathol. 2016;38:56-62.

Dhawan SS, Nanda VS, Grekin S, Rabinovitz HS. Apocrine adeno-
carcinoma: Case report and review of the literature. J Dermatol
Surg Oncol. 1990;16:468-70.

Hediger E. Zur Frage des Plasmocytoms (granulationsplas-
mocytom in Kombination mit einem krebsig umgewandelten
Schweissdrusenadenom des Kopfes behaarten). Frankfurt Zeits-
chr Pathol. 1911;7:343-50.

Maier T. Autoptisch gesichertes metastasierendes sch-
weissdrusenkarzinom auf dem Boden eines Naevus
syringo-adenomatosus  papiliferus. Zentralbl Allg Pathol.

1949;85:377-80.

Seco Navedo MA, Fresno Forcelledo M, Orduia Domingo A, Junco
Petrement P, Soler Sanchez T. Syringocystadenome maligne
papillifere a evolution. Présentation d’un cas. Ann Dermatol
Venereol. 1982;109:685-9.

Numata M, Hosoe S, Itoh N, Munakata Y, Hayashi S, Maru-
yama Y. Syringadenocarcinoma papilliferum. J Cutan Pathol.
1985;12:3-7.

Arslan H, Diyarbakrl M, Batur S, Demirkesen C. Syringocys-
tadenocarcinoma papilliferum with squamous cell carcinoma
differentiation and with locoregional metastasis. J Craniofac
Surg. 2013;24:e38-40.

Rao PB, Ghosh S, Mohapatra M, Philip NP, Kumar PR, Manam S,
et al. Chemoradiotherapy in a case of malignant syringocysta-
denocarcinoma papilliferum of vulva with locoregional failure.
Case Rep Oncol Med. 2015;2015:638294.

Chamberlain RS, Huber K, White JC, Travaglino-Parda R.
Apocrine gland carcinoma of the axilla: Review of the litera-
ture and recommendations for treatment. Am J Clin Oncol.
1999;22:131-5.

Robson A, Lazar AJ, Ben Nagi J, Hanby A, Grayson W, Fein-
messer M, et al. Primary cutaneous apocrine carcinoma: A
clinico-pathologic analysis of 24 cases. Am J Surg Pathol.
2008;32:682-90.

Kao GF, Helwig EB, Graham JH. Aggressive digital papillary ade-
noma and adenocarcinoma. A clinicopathological study of 57
patients, with histochemical, immunopathological, and ultras-
tructural observations. J Cutan Pathol. 1987;14:129-46.

Duke WH, Sherrod TT, Lupton GP. Aggressive digital papillary
adenocarcinoma (aggressive digital papillary adenoma and ade-
nocarcinoma revisited). Am J Surg Pathol. 2000;24:775-84.
Biddlestone LR, McLaren KM, Tidman MJ. Malignant hidrade-
noma. A case report demonstrating insidious histological and
clinical progression. Clin Exp Dermatol. 1991;16:474-7.
Borradori L, Hertel R, Balli-Antures M, Zala L. Metastatic
eccrine sweat gland carcinoma: Case report. Dermatologica.
1988;177:295-9.

Miller DH, Peterson JL, Buskirk SJ, Vallow LA, Ta R, Joseph R,
et al. Management of metastatic apocrine hidradenocarcinoma
with chemotherapy and radiation. Rare Tumors. 2015;7:6082.
Scott A, Metcalf JS. Cutaneous malignant mixed tumor Report
of a case and review of the literature. Am J Dermatopathol.
1988;10:335-42.

32.

33.

34.

35.

36.

37.

38.

39.

40.

141.

42.

43.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

Tsambaos D, Greither A, Orfanos CE. Multiple malignant Spiegler
tumors with brachydactyly and racket-nails. Light and electron
microscopic study. J Cutan Pathol. 1979;6:31-41.

Lo JS, Peschen M, Snow SN, Oriba HA, Mohs FE. Malignant cylin-
droma of the scalp. J Dermatol Surg Oncol. 1991;17:897-901.
Wick MR, Goellner JR, Wolfe JT. Adnexal carcinomas of the skin
|. Eccrine carcinomas. Cancer. 1985;56:1147-62.

Van der Horst MP, Marusic Z, Hornick JL, Luzar B, Brenn T. Morp-
hologically low-grade spiradenocarcinoma: A clinicopathologic
study of 19 cases with emphasis on outcome and MYB expres-
sion. Mod Pathol. 2015;28:944-53.

Cabbabe DB. Eccrine gland adenocarcinoma of the chin. Plast
Reconstr Surg. 1982;69:521-3.

Whittington R, Browning ME, Farrell GR, Miremadi A. Radiation
therapy and chemotherapy in malignant sweat gland tumors.
J Am Acad Dermatol. 1986;15:1093-7.

Piedbois P, Breau JL, Morere JF, Israel L. Sweat gland carcinoma
with bone and visceral metastases. Cancer. 1987;60:170-2.
Mertens WC, Shum DT, Gilchrist JA. Adenocarcinoma of the
eccrine sweat gland: Response to both combination chemothe-
rapy and local field irradiation. Eur J Cancer. 1996;32A:372-3.
Okada N, Ota J, Sato K, Kitano Y. Metastasizing eccrine
sweat gland carcinoma, report of a case. Arch Dermatol.
1984;120:768-9.

Conley CJ, Schau P, Kelsen DP, Sordillo P, Huvos AG. Chemot-
herapy of metastatic sweat gland carcinoma. A retrospective
review. Am J Clin Oncol. 1985;8:307-11.

Snow SN, Reizner GT. Eccrine porocarcinoma of the face. J Am
Acad Dermatol. 1992;27:306-11.

Tolkachjov SN, Hocker TL, Camilleri MJ, Baum CL. Treatment of
porocarcinoma with Mohs micrographic surgery: The Mayo Clinic
experience. Dermatol Surg. 2016;42:745-50.

. Harms PW, Hovelson DH, Cani AK, Omata K, Haller MJ, Wang ML,

et al. Porocarcinomas harbor recurrent HRAS-activating muta-
tions and tumor suppressor inactivating mutations. Hum Pathol.
2016;51:25-31.

Goldstein DJ, Barr RJ, Santa Cruz DJ. Microcystic adnexal car-
cinoma. Cancer. 1982;50:566-72.

Burns MK, Chen SP, Goldberg LH. Microcystic adnexal carcinoma.
Ten cases treated with Mohs micrographic surgery. J Dermatol
Surg Oncol. 1994;20:429-34.

Wetter R, Goldstein GD. Microcystic adnexal carcinoma:
A diagnostic and therapeutic challenge. Dermatol Ther.
2008;21:452-8.

Baxi S, Deb S, Weedon D, Baumann K, Poulsen M. Microcystic
adnexal carcinoma of the skin: The role of adjuvant radiothe-
rapy. J Med Imaging Radiat Oncol. 2010;54:477-82.

Van der Kwast TH, Vuzevski VD, Ramaekers F, Bousema MT,
Van Joost T. Primary cutaneous adenoid cystic carcinoma: case
report, immunohistochemistry, and review of the literature. Br
J Dermatol. 1988;118:567-77.

Lee SJ, Yang WI, Kim SK. Primary cutaneous adenoid cystic
carcinoma arising in umbilicus. J Pathol Transl Med. 2016;50:
322-4.

Mendenhall WM, Dagan R, Bryant CM, Amdur RJ. Defini-
tive radiotherapy for skin and adenoid cystic carcinoma with
perineural invasion. J Neurol Surg B Skull Base. 2016;77:
169-72.

Eckert F, Schmid U, Hardmeier T, Altmannsberg M. Cyto-
keratin expression in mucinous sweat gland carcinomas: an
immunohistochemical analysis of four cases. Histopathology.
1992;21:161-5.

Chavez A, Linos K, Samie FH. Primary cutaneous mucinous car-
cinoma of the eyelid treated with Mohs surgery. JAAD Case Rep.
2015;1:85-7.

Jakobiec FA, Austin P, Iwamoto T, Trokel SL, Marquardt MD,
Harrison W. Primary infiltrating signet-ring carcinoma of the
eyelids. Ophthalmology. 1983;90:291-9.


http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0385
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0390
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0395
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0400
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0405
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0410
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0415
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0420
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0425
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0430
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0435
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0440
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0445
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0450
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0455
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0460
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0465
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0470
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0475
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0480
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0485
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0490
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0495
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0500
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0505
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0510
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0515
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0520
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0525
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0530
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0535
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0540
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0545
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0550
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0555
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0560
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0565
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0570
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0575
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0580
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0585
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0590
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0595

Tratamiento de las neoplasias anexiales cutaneas malignas

23

55.

56.

57.

58.

59.

60.

Hansen MS, Chi SL, Cummings T, Woodward JA. Uncorrectable
ptosis: Primary cutaneous signet-ring cell carcinoma. Dermatol
Online J. 2013;19:19615.

Chiba H, Kazama T, Takenouchi T, Nomoto S, Yamada S, Tago
0, et al. Two cases of vulval pigmented extramammary Paget’s
disease: Histochemical and immunohistochemical studies. Br J
Dermatol. 2000;142:1190-4.

Fanning J, Lambert HC, Hale TM, Morris PC, Schuerch C. Paget’s
disease of the vulva: prevalence of associated vulvar adenocar-
cinoma, invasive Paget’s disease, and recurrence after surgical
excision. Am J Obstet Gynecol. 1999;180:24-7.

Shaco-Levy R, Bean SM, Vollmer RT, Papalas JA, Bentley RC,
Selim MA, et al. Paget disease of the vulva: a histologic study
of 56 cases correlating pathologic features and disease course.
Int J Gynecol Pathol. 2010;29:69-78.

Murata Y, Kumano K, Tani M. Underpants-pattern erythema:
a previously unrecognized cutaneous manifestation of extra-
mammary Paget’s disease of the genitalia with advanced
metastatic spread. J Am Acad Dermatol. 1999;40:949-56.
Frances L, Pascual JC, Leiva-Salinas M, Betlloch I. Extramam-
mary Paget disease successfully treated with topical imiquimod
5% and tazarotene. Dermatol Ther. 2014;27:19-20.

61.

62.

63.

64.

65.

Itonaga T, Nakayama H, Okubo M, Mikami R, Nogi S, Tajima
Y, et al. Radiotherapy in patients with extramammary Paget’s
disease-our own experience and review of the literature. Oncol
Res Treat. 2014;37:18-22.

Hata M, Koike |, Wada H, Miyagi E, Kasuya T, Kaizu H, et al.
Postoperative radiation therapy for extramammary Paget’s
disease. Br J Dermatol. 2015;172:1014-20.

Fontanelli R, Papadia A, Martinelli F, Lorusso D, Grijuela B,
Merola M, et al. Photodynamic therapy with M-ALA as non sur-
gical treatment option in patients with primary extramammary
Paget’s disease. Gynecol Oncol. 2013;130:90-4.

Choi YD, Cho NH, Park YS, Cho SH, Lee G, Park K. Lympho-
vascular and marginal invasion as useful prognostic indicators
and the role of c-erbB-2 in patients with male extramam-
mary Paget’s disease: A study of 31 patients. J Urol. 2005;174:
561-5.

Plaza JA, Torres-Cabala C, Ivan D, Prieto VG. HER-2/neu
expression in extramammary Paget disease: A clinicopat-
hologic and immunohistochemistry study of 47 cases with
and without underlying malignancy. J Cutan Pathol. 2009;36:
729-33.


http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0600
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0605
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0610
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0615
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0620
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0625
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0630
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0635
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0640
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0645
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650
http://refhub.elsevier.com/S0001-7310(17)30207-7/sbref0650

	Tratamiento de las neoplasias anexiales cutáneas malignas
	Introducción
	Pilomatrixcarcinoma
	Tratamiento

	Carcinoma sebáceo
	Tratamiento

	Siringocistoadenocarcinoma papilífero
	Tratamiento

	Carcinoma tubular
	Tratamiento

	Carcinoma papilar (adenocarcinoma papilar digital agresivo)
	Tratamiento

	Hidroadenocarcinoma papilífero
	Tratamiento

	Hidroadenocarcinoma apocrino
	Tratamiento

	Tumor mixto maligno
	Tratamiento

	Cilindrocarcinoma
	Tratamiento

	Espiradenocarcinoma
	Tratamiento

	Carcinoma siringoide
	Tratamiento

	Porocarcinoma
	Tratamiento

	Carcinoma anexial microquístico
	Tratamiento

	Carcinoma adenoide quístico
	Tratamiento

	Carcinoma mucinoso
	Tratamiento

	Carcinoma de células en anillo de sello
	Tratamiento

	Enfermedad de Paget extramamaria
	Tratamiento

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

	Bibliografía


