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1. INTRODUCCION



1.1 LUPUS ERITEMATOSO CUTANEO: CLINICAY CLASIFICACION

El lupus eritematoso (LE) es una enfermedad crénica y autoinmune que resulta de la
interaccion de factores genéticos, ambientales y hormonales. Se caracteriza por un
espectro de formas clinicas variables con una evolucion que va desde la forma cutanea
localizada hasta la forma sistémica que puede poner en peligro la vida del paciente
(Provost, 1994; Kalunian, 1997). EIl compromiso cutaneo ocurre en el 70% a 85% de
todos los pacientes con LE. Las manifestaciones cutaneas del LE pueden clasificarse
como especificas o inespecificas. Las caracteristicas clinicas de las lesiones cutaneas
especificas permiten clasificar al LE cutaneo (LEC) en tres formas clinicas: LE cutaneo
agudo (LECA), LE cutaneo subagudo (LECS) y LE cutaneo crénico (LECC) (Gilliam
and Sontheimer, 1981) (Tabla 1). El LECA se caracteriza por presentar una erupcion
macular, eritematosa y confluente de la cara en forma de alas de mariposa, muy bien
delimitada y con una fina descamacion. El LECS se caracteriza por lesiones
psoriasiformes y/o anulares en areas fotoexpuestas y que no dejan cicatriz ni atrofia. En
cambio, el LECC en forma general, se caracteriza por eritema, telangiectasias, atrofia y

resoluciéon con formacioén de cicatriz.



Tabla 1. Clasificacion revisada de las lesiones cutaneas asociadas al lupus

eritematoso

I. Alteraciones cutaneas especificas de lupus eritematoso (LE)
A. Lupus eritematoso cutaneo agudo (LECA)
a) LECA localizado (exantema malar, eritema en vespertilio)
b) LECA generalizado (exantema lupico maculopapular, exantema malar, dermatitis
lipica fotosensible)

B. Lupus eritematoso cutaneo subagudo (LECS)
a) LECS anular
b) LECS papuloescamoso

C. Lupus eritematoso cutaneo cronico (LECC)
a) LE discoide clasico (LED)
1. LED localizado
2. LED generalizado
b) LED hipertréfico/verrugoso
¢) Lupus profundo
d) LED mucoso
1. LED bucal
2. LED de la conjuntiva
e) Lupus edematoso (placa urticante de LE)
f) LE pernio (lupus pernio)
g) LED liquenoide (superposicion de LE y liquen plano)

I1. Alteraciones cutaneas inespecificas del LE

En este tipo entran desde la vasculitis necrotizante y urticante a la livedo reticular,
el fenomeno de Raynaud, la mucinosis dérmica y las lesiones ampollosas en el LE

(Gilliam and Sontheimer, 1981)



1.1.1 LESIONES CUTANEAS ESPECIFICAS

La manifestacion mas frecuente del LECA es la erupcion malar o eritema en
vespertilio, que consiste en maculas o papulas discretamente eritematosas,
confluentes, acompafiadas, a veces, de edema y descamacion, que aparecen posterior
a la exposicién solar, de predominio facial y distribucion malar. Lo caracteristico de
este tipo de lesiones en que curan sin dejar cicatriz en horas, dias o pocas semanas
(Gilliam JN and Sontheimer RD, 1981). El LECA también puede ser generalizado,
en este caso, ocurre una erupcion eritematosa y maculopapular en el escote, espalda,
extremidades superiores, dorso de manos y dedos. Esta erupcion generalizada puede
durar pocos dias o algunas semanas y cuando cura puede dejar una discreta
hiperpigmentacion (Gilliam JN and Sontheimer RD, 1981). La luz solar puede
exacerbar el cuadro cerca del 36% de los casos. El LECA esta fuertemente ligado al
lupus eritematoso sistémico (LES). Algunos sintomas y caracteristicas clinicas del
LES son fiebre, artritis, enfermedades del sistema nervioso central, renales, cardiacas

y pulmonares.

La forma mas comin de LECC es el LE discoide (LED), que se caracteriza por
eritema, telangiectasias, atrofia y resolucion con formacion de cicatrices atroficas, hipo o

hiperpigmentadas, que pueden persistir durante muchos afios. Estas lesiones son de



caracter persistente, con escasa tendencia a la curacion. Las lesiones con frecuencia se
presentan en areas fotoexpuestas tales como cara, orejas, cuello y escote. En el cuero
cabelludo, las lesiones pueden dejar una alopecia de tipo cicatricial. E1 LED puede ser
localizado o generalizado. En el LED localizado, las lesiones se limitan a la cabeza y
cuello, en el LED generalizado, éstas afectan también al tronco y extremidades (Callen
JP, 1985; Callen JP, 1988). Esta distincion es significativa del punto de vista clinico,
debido a que la enfermedad diseminada se asocia frecuentemente a anormalidades del

laboratorio y al compromiso sistémico (Cardinali et al., 2000).

El LECS es una entidad, que fue descrita por primera vez por Sontheimer
(Sontheimer et al., 1979), como un subtipo distinto de LEC separado de las lesiones
de LE cicatriciales y cronicas y que se caracterizaba por lesiones psoriasiformes y/o
anulares en areas fotoexpuestas, compromiso sistémico moderado o ausente, presencia
de anticuerpos anti-Ro/SSA circulantes (Parodi et al., 2000) y frecuentemente asociado
a la presencia del antigeno linfocitico humano (HLA)-DR3 (Sontheimer et al., 1982).
Las lesiones anulares han sido descritas en el 17% al 97% (Cardinali et al., 2000;
Herrero et al., 1988; Sontheimer, 1989; Callen et al., 1986; David-Bajar et al., 1992) y
las lesiones papuloescamosas en el 15% al 59%
de los pacientes con LECS (Cardinali et al., 2000; Herrero et al., 1988; Callen et al.,

1986; Chlebus et al., 1998). El LECS tiene una predileccién por las mujeres jovenes,



con un pico de inicio de la enfermedad en la cuarta década. Las lesiones del LECS
son mas bien de caracter transitorio, son muy fotosensibles y aparecen en areas
fotoexpuestas de la cara, cuello, escote, hombros, espalda, extremidades superiores Yy,

a veces en extremidades inferiores.

Las lesiones cutaneas de LECS pueden asociarse con erupciones propias del LECC
o del LECA (Sontheimer, 1993). En la literatura se describe (Chlebus et al., 1998) que
menos del 20% de los pacientes con LECS tienen lesiones discoideas. La presencia de
lesiones cutaneas tando discoideas como de LECS podria llevar a la presencia o

posible desarrollo del LES (Callen, 1985).

Al diagnosticar el LEC, hay que considerar que aun las lesiones iniciales de LED
son induradas y pueden diferenciarse de las lesiones de LECS, que habitualmente no
presentan induracion. Los pacientes con LECC pueden tener lesiones en zonas
fotoexpuestas, por lo que en una fase inicial podria confundirse con el LECS. Sin
embargo, la evolucién de las lesiones y la aparicion o no de cicatriz permite el
diagnostico diferencial. La presencia de anticuerpos anti-Ro/SSA es un marcador de
LECS, pero estos anticuerpos pueden hallarse en pacientes con LECC o LECA. Sin
embargo, debe tenerse en cuenta que el diagnostico y clasificacion se basa solo en

criterios clinicos (David-Bajar et al., 1992).



Diferentes estudios (Sontheimer et al., 1979; David-Bajar et al.,, 1992) han
encontrado que el examen histolégico de las lesiones de la piel muestran un infiltrado
superficial y poco denso en el LECS y un infiltrado mas profundo y denso en el LED.
Ademas, es inusual para las lesiones de LECS tener escamas hiperqueratdsicas
adherentes o tapones foliculares (Callen et al., 1986; Ng et al., 2000). Los estudios de
inmunofluorescencia respaldan la naturaleza distintiva en que
los patrones de la inmunofluorescencia directa en el LECS es bastante diferente de la
observada en el LED. Por ejemplo, un patrén epidérmico particulado de tincién en el
LECS, que es opuesto al patron de union dermoepidérmica particulada en el LED

(David-Bajar et al., 1992).

Las lesiones del LECS pueden manifestarse en otras enfermedades donde el
anticuerpo anti-Ro/SSA se presenta, tales como el Sindrome de Sjogren, la artritis
reumatoide y el lupus neonatal. Otras enfermedades que pueden presentar lesiones
de LECS son la tiroiditis autoinmune, el angioedema hereditario y el sindrome

poliglandular autoinmune tipo II (Black et al., 2002; Sontheimer , 2005).



1.1.2 LESIONES CUTANEAS INESPECIFICAS

La identificacién de lesiones inespecificas, pero relacionadas con la enfermedad,
es muy importante en el LE porque esta presencia implica compromiso sistémico
(Cardinali et al., 2000; Yell et al., 1996). Las lesiones cutaneas no especificas son
aquellas que estan relacionadas al proceso subyacente del LE, pero que no son
especificas para el LE, ya que las mismas lesiones pueden encontrarse en otras
enfermedades autoinmunes (Sontheimer et al., 1979; Parodi et al.,, 2000). Las
lesiones inespecificas mas frecuentes en el LE son las lesiones vasculares, en
particular la vasculitis leucocitoclastica, tromboflebitis y la livedo reticular (Parodi et
al., 2000). Es bien sabido que algunos pacientes que sufren de LE desarrollan
manifestaciones extracutdneas durante el curso de su enfermedad, especificamente,
hasta el 5% de los pacientes con LED y 30 % de los pacientes con LECS muestran
compromiso sistémico (Chlebus et al., 1998; Parodi and Rebora, 1997; Wenzel et al.,
2002). Los pacientes con LECA en particular, pueden desarrollar uno o mas tipos de
lesiones inespecificas del LE (Sontheimer RD, 1989). Se ha observado que los
pacientes con LECS que desarrollan lesiones de LECA o una forma inespecifica de LE
podrian tener un mayor riesgo de desarrollar un LES (Sontheimer, 2005). En la literatura
(Tebbe, 1997), se ha observado que los factores de riesgo mas importantes en sefialar la

transicion desde el LEC al LES son los niveles altos de ANA (> 1:320) y la presencia de



artralgias. Sin embargo, la mayoria de los pacientes con LECS gozan de un buen
pronéstico en el transcurso de su enfermedad, sugiriendo que s6lo cerca del 10% al 15%
de los pacientes con LECS esta en riesgo de desarrollar las caracteristicas mas graves
del LES (Tabla 2) que pueden poner en riesgo la vida del paciente (Sontheimer,

2005).



Tabla 2. Criterios de la ACR revisados para la clasificacién del lupus eritematoso sistémico (LES)

1. Exantema malar Eritema fijo, plano o sobreelevado, sobre los pémulos, con tendencia a respetar los
pliegues nasolabiales.

2. Exantema discoide Manchas eritematosas sobreelevadas, con escamas queratosicas adherentes y tapones
foliculares; en las lesiones mas antiguas puede producirse una cicatrizacién atroéfica.

3. Fotosensibilidad Exantemas como resultado de una reaccién inusual a la luz del sol, seglin anamnecis u
observacién del médico.

4. Ulceras bucales Ulceras bucales o nasofaringeas, por lo general indoloras, observadas por un médico.

5. Artritis Artritis no erosiva que afecta a dos o mas articulaciones periféricas, caracterizada por
sensibilidad con la palpacién, hinchazén o derrame.

6. Serositis a. Pleuritis: antecedentes convincentes de dolor pleuritico o roces auscultados por un
médico, o signos de derrame pleural o
b. Pericarditis: confirmada por ECG o roces o signos de derrame pericardico.

7. Alteraciones renales a. Proteinuria persistente: 0,5 g/dia o > 3 + si no se establece la cuantificacién, o

8. Trastornos neurolégicos a. Convulsiones: en ausencia de farmacos causales o de alteraciones metabdlicas
conocidas, ej., uremia, cetoacidosis o desequilibrio electrolitico, o
b. Psicosis: en ausencia de farmacos causales o de alteraciones metabdlicas conocidas,
€j., uremia, cetoacidosis o desequilibrio electrolitico.

9. Trastornos hematolégicos a. Anemia hemolitica: con reticulocitosis o
b. Leucopenia: < 4.000/pL en dos o mds ocasiones, o
c. Linfopenia: < 1.500/pL en dos o mds ocasiones, 0
d. Trombocitopenia: < 100.000/pL en ausencia de farmacos causales.

10. Trastornos inmunolégicos  a. Anti-ADN: valor anormal de anticuerpos anti-ADN nativo o
b. Anti-Sm: presencia de anticuerpo anti antigeno nuclear Sm o
c. Hallazgo de anticuerpos lipidicos basandose en
1. Un nivel anormal en suero de anticuerpos anticardiolipina IgG o IgM,
2. Una prueba de anticoagulante lipico positiva con un método estandard o
3. Una prueba seroldgica falsa positiva para sifilis conocida desde 6 meses antes por lo
menos y confirmada por prueba de inmovilizacién de Treponema pallidum negativa,
o por prueba de absorcion de anticuerpo fluorescente negativa.

11. Anticuerpos antinucleares ~ Titulo anormal de anticuerpos antinucleares por inmunofluorescencia de un analisis
equivalente, en cualquier momento y en ausencia de farmacos conocidos por su asociacion
con el sindrome del lupus inducidos por medicamentos.

(Sontheimer RD et al., 1979; Hochberg M, 1997)
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1.2 ETIOPATOGENIA DE LAS LESIONES CUTANEAS DEL LUPUS

ERITEMATOSO

La patogenia de las lesiones cutaneas del LE es compleja y probablemente
multifactorial, en la que interaccionan factores genéticos y factores adquiridos. Ha
sido bien estudiada en el LECS.

La etiopatogenia de las lesiones del LECS resultarian de 4 estados secuenciales

(Sontheimer, 2005):

1.2.1 HERENCIA DE GENES SUSCEPTIBLES

La predisposicién genética es probablemente el mayor factor de riesgo en el LES.
Los genes o el loci para el LES estan mayormente localizados en el brazo largo del
cromosoma 1 (Michel et al., 2001). El complejo mayor de histocompatibilidad
(MHC) se ubicaria en 6p21.3. La mayoria de los desordenes autoinmunes estan
asociados con ciertos subtipos del antigeno leucocitico humano (HLA). El LECA se
manifiesta habitualmente en el contexto del LES y ambos estan asociados al HLA-
DR2 y al HLA-DR3 (McCauliffe, 2001). El LECS se asocia al HLA-B8, HLA-DR3,
HLA-DRw52, HLA-DQ1 y al HLA-DQ2 (Werth et al., 1997). La clase III de la region
del MHC incluye genes de los componentes del complemento. Algunos

pacientes con LECS tienen deficiencia parcial o total del C2y C4 (Callen et al.,
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1987; Levy et al., 1979; Meyer et al., 1985; Provost et al., 1983). Estos genes se
localizan en la region HLA del cromosoma 6. Los factores de necrosis tumoral
(TNF)-a y B estan codificados por los genes de clase I del MHC y la forma del - 308 A
del promotor del TNF -a tendria una incidencia aumentada en pacientes con LECS y

LES (Werth et al., 1999; Werth et al., 2000; Millard et al., 2001).

Se ha observado que la radiacion ultravioleta (UV) tipo B activa la forma del — 308 A
del promotor del TNF-a en forma significativa sugiriendo un rol importante del TNF-a

en las formas fotosensibles del LE (Werth et al., 2000).

Algunos pacientes con LECS tienen una deficiencia de Clq (Racila et al., 2003).
Las deficiencias genéticas en Clg, C3 y C5 también se han asociado con LED y la
paniculitis lupica (Meyer et al.,, 1985; Asghar et al., 1991; Nousari et al., 1999;

Tappainer et al., 1982).

Los genes de la proteina del Heat shock (Hsp 70) estan localizados dentro de la
region de la clase III del MHC. Se ha observado que una expresion aumentada de esta
proteina incrementaria la unién de anticuerpos anti-Ro (SSA) a los queratinocitos,

exacerbando el LEC (Furukawa et al., 1993; Ghoreishi et at., 1993).
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1.2.2 PERDIDA DE LA TOLERANCIA E INDUCCION DE LA

AUTOINMUNIDAD

Varios factores ambientales pueden inducir o exacerbar las lesiones del LECS.
Tanto la luz natural como las formas artificiales de radiacién ultravioleta pueden
precipitar el LECS. Diversos estudios de fotoinduccion (Kuhn et al., 2001; Sanders et
al, 2003) muestran que el espectro de accion incluye tanto longitudes de onda UVB

como de UVA.

Se ha observado que el 63% al 100% de los pacientes con LECS, el 70% de los
pacientes con LES y el 64% de los pacientes con LED tienen reaccion patolégica a la

fotoprovocacién cuando son expuestos a la luz UVAy UVB (Hansan T et al., 1997).

El tabaquismo ha sido implicado como una factor desencadenante del LEC y LES

(Costenbader et al., 2004).

La deficiencia en los componentes del complemento podria causar fracaso en la
limpieza de los complejos inmunes y en las células apoptéticas (Millard and
McGregor, 2001; Davies et al.,, 1994). El incremento en el ntimero de las células

apoptoticas, tanto causado por un incremento en la formacion como en la
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disminucion de la limpieza de estas células, estaria causando un aumento en el
estimulo inmunolégico que incluye un incremento en la formacion de anticuerpos

anti-Ro (SSA) (Meyer et al., 1985; Provost et al., 1983; Lipsker et al., 2000).

El C1q se une directa y especificamente a los queratinocitos apoptoéticos (Korb and
Ahearn, 1997). Esto podria jugar un rol en la limpieza de las células apoptoticas. Sin
embargo, si existiera una deficiencia en el Clqg, esto podria desencadenar un LES
(Ogden et al., 2001). Estos pacientes tienden a desarrollar el LES a tempranas edades y

no se observa la predominancia femenina caracteristica.

El rol del TNF-a en la apoptosis de los queratinocitos y en la exposicién de los
antigenos translocados intracelulares e intranucleares en el sistema inmune, es un
mecanismo relevante en la inducciéon del LECS (Patel and Werth, 2002). La
apoptosis se asocia a un incremento en la expresion del p53 y en la proliferacion
celular de los antigenos nucleares celulares (Pablos et al., 1999). Durante el proceso
apoptotico y a través de las modificaciones oxidativas, los autoantigenos podrian
alterarse y esto podria resultar en  epitopes  inmunocripticos que

proporcionaria un desafio a la tolerancia inmunolégica (Casciola-Rosen et al., 1994).
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1.2.3 EXPANSION Y MADURACION DE LAS RESPUESTAS AUTOINMUNES

Aproximadamente, el 70% de los pacientes con LECS tiene niveles anormales de
ANA. De la misma forma, estos pacientes manifiestan un porcentaje similar de
anticuerpos anti-Ro-SSA. En menor frecuencia, los pacientes con LECS presentan
anticuerpos anti La/SSB. La literatura (Hansan et al, 1997; loannides
et al.,, 2000) muestra que la presencia de los anticuerpos Ro/SSA y La/SSB estan
asociados a la fotosensibilidad. La irradiacion de los queratinocitos humanos con
luz ultravioleta (UV) tipo B induce la apoptosis de los queratinocitos, resultando en
la translocacion de los antigenos nucleares (SSA/Ro, SSB/La, snRNP y Sm) a la
membrana celular (Casciola-Rosen and Rosen, 1997). La produccién de
autoanticuerpos es tiempo dependiente después de la exposicion a la luz UV. Los
anticuerpos anti-Ro/SSA, anti-La/SSB y anti- UIRNP aparecen 20 a 24 horas
después de la irradiacion de queratinocitos por luz UV tipo B tanto en vivo como in

vitro (Furukawa et al., 1999).

La deficiencia parcial del C1q podria exacerbar el impacto biol6gico en la
formacion de los complejos autoinmunes, debido a que el C1qg solubiliza y previene

la precipitacion inmune de los complejos autoinmunes.
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1.2.4. INDUCCION DE ENFERMEDAD Y DANO DE TEJIDOS QUE RESULTA

DE VARIOS MECANISMOS EFECTORES AUTOINMUNES

Se piensa que posterior a la exposicion de luz UV, se producen citocinas por las
células. En ese sentido, se ha observado que el LED se ha asociado con citocinas del
tipo I, que se caracterizan por la expresion de IL-2 e interferon gamma (Toro et al.,
2000). Ademas podria ocurrir un aumento transitorio de las uniones de los
anticuerpos a la superficie, haciendo que el queratinocito sean mas sensible al ataque
por el complemento o a la citotoxicidad celular dependiente de los anticuerpos (Lee

and Farris, 1999).
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1.3. CARACTERISTICAS DEL LUPUS ERITEMATOSO CUTANEO

SEGUN EL GENERO

Numerosos estudios realizados sobre el LES (Miller et al., 1983; Kaufman et al.,
1989; Viguier et al., 2001; Sthoeger et al., 1987; Font et al., 1993; Ward and
Studenski, 1990) han tratado de identificar diferencias de género en pacientes con

LE, pero pocos trabajos han identificado estas diferencias en el LEC.

El compromiso de los estrogenos en la patogénesis de las mujeres con LES ha
sido sugerido gracias a la poblacion afectada. Las mujeres premenopdausicas tienen
mayores niveles de estrégenos y también una mayor incidencia de LES (9:1) al
compararlos a los varones (Lockshin, 2006). Estos indices disminuyen a 5:1

después de la menopausia (Cervera et al., 2009).

El metabolismo de los estrogenos y androgenos podria ser anormal en los
pacientes con LE. Algunos estudios (Lehmann et al., 1990) han mostrado que el
estradiol es capaz de inducir o aumentar la translocacion de los antigenos Ro y La. La
expresion de estos antigenos intracelulares en las membranas celulares podria
incrementar la antigenicidad de las células, resultando en la formacion de anticuerpos

especificos que permitirian la uniébn entre anticuerpos y antigenos, y
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posteriormente permitir la respuesta efectora (citotoxicidad celular mediada y
dependiente de anticuerpos). Otro estudio (Bachmann et al., 1990) objetivo que la luz
UV causa la translocacion nuclear y citoplasmatica de los antigenos Ro y La hacia la

membrana plasmatica de los queratinocitos.

El estrégeno regula la expresion de los genes por la traslocacion de los receptores de
los genes o y [ hacia el nuacleo. Alli ellos inducen la transcripcion al
unirse a los elementos de respuesta estrogenica de los genes target (Young NA,
2013). El locus ZAS3 codifica una molécula que sefializa, transcribe y que ademas
regula las respuestas inflamatorias. El ZAS3 puede jugar un papel importante en la
regulacion del sistema inmune. EIl estrogeno E2 estimula la expresion del ZAS3
tanto en vivo como in vitro en tejidos linfoides y celulares. También el estrogeno E2
induce la formacion del Complejo Era dentro del locus ZAS3 (Young NA, 2013). El
ZAS3 esta sobreexpresada en forma significativa en los pacientes con LES tanto a
nivel proteico como de RNAm en las células mononucleares sanguineas. La
expresion del ZAS3 es directamente regulada por los estrogenos y el ZAS3 esta
sobreexpresada en el LE (Young NA, 2013). La induccién del ZAS3 por los
estrogenos requiere Era y no IFNa. Esto indica que la estimulacion del ZAS3 por los

E2/ERa ocurre independientemente de la regulacion del IFNa.
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Un problema fundamental en el LES serian los defectos en la sefializacion de los
linfocitos T periféricos que lleva a una reduccion en la activacion-induccion de la
muerte celular, la persistencia de los linfocitos T autoreactivos y la produccion
anormal de citocinas. Se ha observado (Ward JM et al., 2013) que el estradiol altera
la transduccién de los pasos de los linfocitos T en el LES. La calreticulina es una
proteina multifuncional que es central en la homeostasis del calcio y en la integridad
de las proteinas. La calreticulina influencia en el procesamiento de los antigenos del
Complejo Mayor de Histocompatibilidad Clase I, la apoptosis y en el aclaramiento
de los restos apoptoticos de los linfocitos T. El estradiol regula la calreticulina
fuertemente en los linfocitos T normales. Sin embargo, esta regulacion es anormal
en los linfocitos T en el LES. Esto puede ser debido a una regulacién alterada de los
genes de la calreticulina por los receptores estrogénicos. La calreticulina funcionaria
como un adjuvante endogeno y promotor de la inflamacion a través de su actividad

de uni6n ( Ward JM et al., 2013).

Las hormonas sexuales también influencian la tolerancia inmune. Como la
apoptosis normalmente funciona a través de la tolerancia o eliminacion, los
linfocitos autoreactivos pueden no ser eliminados por este mecanismo. Entonces,
estos linfocitos reactivos se mantienen en los pacientes con una predisposicion a la

autoinmunidad. Una de las llaves reguladoras en el desarrollo de los linfocitos B es
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la induccion de la activacion de la deaminasa (AID). Los mecanismos moleculares
en la deaminacién de la citocina inducen una maduracion en la afinidad de la
inmunoglobulina y en el cambio en la clase del anticuerpo. Los estrogenos tanto en
forma directa como indirecta activan la expresion de la AID, que en si pueden llevar
a la hiperestimulacion inmune (Incorvaia E, 2013). Las vias regulatorias pueden ser
directas cuando los receptores estrogénicos se unen al promotor de la AID, o
indirectas via activacion de los factores transcripcionales que aumentan la expresion
de la AID. Otros estimulos externos importantes, tales como los virus Epstein Barr, en
conjunto con los estrogenos pueden afiadir otra capa de regulacion durante la
progresion de las enfermedades autoinmunes. Los ultimos estudios han sugerido que la
AID juega un papel importante en la tolerancia inmune y en la eliminacién actual de los

autoanticuerpos (Incorvaia E, 2013).

La evidencia reportada de que los hombres con el Sindrome de Klinefelter (XXY)
desarrollan LE en la misma proporcién que las mujeres, sugiere que un segundo
cromosa X contribuye para estos efectos. Sin embargo, este segundo cromosoma X
normalmente se inactiva. En este sentido, la metilacion del DNA contribuye a
silenciar uno de los cromosas X en las mujeres, lo que favorece el desarrollo de la
autoinmunidad en el LE. Esto sugiere que la demetilacion de los genes del X inactivo

podria predisponer a las mujeres a desarrollar LE, debido a una sobreexpresion de genes
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autoinmunes del X inactivo (Hewagama A et al.; 2013). Estos genes son el CD40LG,
CXCR3, OGT, miR-98, Let-7f-2*, miR 188-3p, miR-421 y miR-503 (Hewagama A et

al.; 2013).

La metilacion del DNA es particularmente importante en la regulacion de la
expresion génica de los linfoctios T y de las funciones efectoras. Los agentes
exdgenos que inhiben la metilacion del DNA, activan genes inmunes espécificos
tales como perforina, INF-y y KIR, convirtiendo los antigenos normales especificos
ayudadores de los linfocitos T CD4 + en linfocitos autoreactivos, citotoxicos y
proinflamatorios que son suficientes para causar una autoinmunidad tipo LE en
modelos animales (Hegawama A et al., 2013). Se han observado cambios idénticos en
la metilacién del DNA y en la expresion génica en un subtipo de linfocitos T CD4 +
autoreactivos, citotoxicos y proinflamatorios en pacientes con LE activo, sugiriendo que
la metilacion disminuida del DNA de los linfocitos T contribuye al LE humano, y que el
grado de demetilacion del DNA de los linfocitos T y de la sobreexpresion esta
directamente relacionada a la gravedad de la enfermedad (Javierre BM and Richardson

B, 2011; Hegawama A et al., 2013; Richardson B, 2007).
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2. HIPOTESIS DE TRABAJO
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1. Existen diferencias en la expresion del LECS con respecto al LECC en la
distribucion y tipo de lesiones, manifestaciones sistémicas y en los hallazgos

inmunolégicos.

2. Existen diferencias en la expresion del lupus eritematoso cutaneo dependiendo
del sexo del paciente tanto en el tipo de lesiones, manifestaciones sistémicas, como en

los hallazgos inmunolégicos.
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3. OBJETIVOS
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1. Analizar y comparar la prevalencia y las caracteristicas de las principales
manifestaciones clinicas e inmunoldgicas del lupus cutaneo subagudo (LECS) y del

lupus cutaneo cronico (LECC) en una poblacion amplia de pacientes.

2. Analizar y comparar la prevalencia y las caracteristicas de las principales

manifestaciones clinicas e inmunoldgicas de una amplia poblacién de pacientes con

lupus eritematoso cutaneo segun el género.
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4. INVESTIGACIONES REALIZADAS, METODOS

Y RESULTADOS
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La descripcién de los pacientes asi como de la metodologia utilizada en los estudios
realizados para el logro de los objetivos planteados anteriormente, se encuentran
detalladamente expuestos en la seccion de “Material y Métodos” de cada uno de dos

articulos que constituyen el cuerpo doctrinal de la presente Tesis Doctoral.

Dichos articulos se incluyen a continuacion tal como han sido publicados en la

literatura cientifica (paginas 32 a42 y 47 a 53).
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ESTUDIO 1

“Analisis comparativo del lupus eritematoso cutaneo subagudo y del lupus
eritematoso cutaneo cronico: estudio clinico e inmunologico de 270

pacientes”.

“Comparative analysis of subacute cutaneous lupus erythematosus and

chronic cutaneous lupus erythematosus: clinical and immunological study

of 270 patients”.

M.A Vera-Recabarren, M. Garcia-Carrasco, M. Ramos-Casals, C. Herrero.

BrJ Dermatol 2010;162:91-101.

(Paginas 32 a 42)
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MATERIAL Y METODOS DEL ESTUDIO I

Se evaluaron 270 pacientes caucasicos consecutivos con LEC (112 con LECS y 158
con LECC) entre enero de 1985 y diciembre de 2000 en los Servicios de
Dermatologia y de Enfermedades Autoinmunes del Hospital Clinic de la Universidad de
Barcelona. El estudio fue retrospectivo. Las fichas clinicas de todos los pacientes
fueron revisadas en detalle de acuerdo a un protocolo que incluia informacion clinica y
serologica de los pacientes. Todas las caracteristicas clinicas tales como: fenémeno de
Raynaud, artritis, artralgias, serositis, nefropatia, xeroftalmia, xerostomia y LES fueron
revisadas en detalle. La distincién entre LECS y LECC se realiz6 s6lo en base a los
hallazgos cutaneos clinicos, sin referencia a los hallazgos histologicos o serologicos. El
criterio histolégico utilizado para LE fue el propuesto por Bangert et al. Se realizaron
estudios de inmunofluorescencia directa en los pacientes. El diagnéstico de LES se bas6
en el cumplimiento de al menos 4 o mas criterios de la ACR. Se utilizaron los Test de
X2, el t de Student, U de Mann-whitney para los analisis estadisticos. Para la

significancia estadistica se tomo un valor de P < 0,05.
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COMENTARIO DEL ESTUDIO I

La posibilidad del estudio de las caracteristicas clinicas e inmunolégicas de un
amplio ndmero de pacientes (270) afectos LE, todos ellos con lesiones en la piel y
con manifestacion cutanea predominante (LEC), que consultan inicialmente a una
clinica dermatologica, ha permitido describir la expresion de la enfermedad en este

grupo de pacientes.

Asi se ha comprobado que, en relacion a las caracteristicas de las lesiones
cutaneas, los pacientes con LECS presentaron una mayor prevalencia de lesiones de
morfologia anular y papuloescamosa, fenémeno de Raynaud, tulceras de las
membranas mucosas, erupcion malar, fotosensibilidad, vasculitis y menor frecuencia

de lesiones de tipo discoide y de alopecia que los pacientes con LECC.

En cuanto a las manifestaciones sistémicas, los pacientes con LECS tuvieron una
mayor prevalencia de artralgias (p<0,001), xeroftalmia (p=0,045), artritis (p<0.001),
nefropatia (p=0,003) y, por tanto, cumplimiento de criterios de LES (p<0,001) que
los pacientes con LECC. Los pacientes con LECS también presentaron una mayor
frecuencia de alteraciones de laboratorio, tanto generales como inmunolégicos, que

los pacientes con LECC.
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Valorando las diferencias entre LECC localizado y el LECC generalizado, se ha
demostrado que los pacientes con LECC generalizado mostraron una mayor
prevalencia de fotosensibilidad (p<0,001), paniculitis (p=0,009) y criterios de LES

(p=0,003), en relacion con el LECC localizado.

Es de destacar que en los pacientes con debut cutaneo de la enfermedad, tanto
LECS como LECC, la asociacion a alguno de los siguientes signos:
fotosensibilidad, artralgias o artritis, proteinuria y/o hematuria y xeroftalmia, es
indicativa del posible desarrollo de enfermedad sistémica. De todos modos,
remarcamos que ninguno de los pacientes con LECC, ni localizado ni generalizado,

presentaron afeccién renal especifica de LE.

La presencia de titulos elevados de ANA, anti-dsDNA y anti-RNP son las
alteraciones inmunolégicas que realmente nos alertan de la posible presencia o
desarrollo de LES en estos pacientes. En este estudio se ha observado una mayor
frecuencia de nefropatia en pacientes que presentaban anticuerpos anti-La positivos
en relacion con los pacientes en los que no se detectaba este anticuerpo (29% vs
8%). Es también a destacar la evidencia de que el fenémeno de Raynaud esta

altamente relacionado con la presencia de anticuerpos anti-RNP (57% vs 7%).
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Background Lupus erythematosus (LE) is a chronic, autoimmune disease resulting
from an inwracdon of genetic, environmennal and hormonal factors and charac-
terized by a spectrum of clinical forms with variable evolution from a localized
cutaneous form w a life-threatening systemic form.

Objective To analyse and compare the prevalence and characterisics of the main
clinical and immunaological manifestations of subacute cutanecus LE (SCLE) and
chronic CLE (CCLE).

Methods A toral of 270 patients with CLE (112 patients with SCLE and 158 patents
with CCLE) were smdied rewospectively. The dinical and serological characteris-
tics of all the patdents were collected in a chart review.

Results The patients with SCLE had a higher prevalence of annular and papulasqua-
mous lesions, Raynaud phenomenon, mucous membrane uleers, malar rashes,
phomsensitviry, vasculis and a lower frequency of diseoid lesions and alopecia
compared with patients with CCLE. Patients with SCLE had a higher prevalence
of arthralgias (P < 0:001), xerophthalmia (P = 0-045), arthriis (P < 0-001),
nephropathy (P = 0:003) and systemic LE (SLE) (P < 0:001) compared with
parients with CCLE. Patients with SCLE also had a higher frequency of laboratory
and serological abnormalities than patents with CCLE. Generalized discoid LE
(DLE) was associated with a higher prevalence of phowsensitivity (P < 0-001),
panniculitis (P = 0-009) and SLE (P = 0-003) than localized DLE. In patients with
SCLE and those with CCLE, photosensitivity, arthralgias, arthritis, nephropathy
and xerophthalmia were associated with SLE. In patients with SCLE, significant
carrelations existed berween clinical and immunalogical data.

Conclsians In our series, differences in the expression of CCLE and SCLE were
found with respect w the dismributdon and rype of lesions, systemic feamures and
immunological findings.

Lupus erythematosus (LE) is a chronic, antoimmune discase
resulting from an interaction of genetic, environmental and
hormonal factors and characterized by a spectrum of clinical
forms with a variable evolution from a localized cutaneous
form to a life-threatening systemic form."”? Skin involvement
ocaurs in 70-85% of all patients with LE, citaneous manifesta-
tions of LE can be classified as specific or nonspedfic. Specific
skin lesions of cutancous LE (CLE) are classified as acute CLE
{ACLE), subacute CLE (SCLE) and chronic CLE {{f{'_'l'_l:'},3 aaord-
ing to the clinical characteristics of the lesions. The most com-
mon form of CCLE is discoid LE (DLE), which is characterized
by erythema, telangiectasias, atrophy and resolution with scar

@ 2009 The Awhars

formation. DLE may be localized or gencralized; this distinction
appears to be clinially meaningful as the widespread disease is
frequently associated with laboratory abnormalities and system-
ic involvement.* SCLE is an entity, which was first described by
Somtheimer etal.® in 1979, as a distinct subset of CLE separate
from chronic scarring LE lesions and characterized by psoriasi-
form and/or annular lesions in sun-exposed areas, absent or
mild systemic involvement, presence of dreulating anti-Ro/SSA
antibodies,” and frequently associated with the presence of
human lymphocyte antigen (HLA)-DR3.” Annular lesions have
been reported in 17-97%" "
15-59% of patients with SCLE.

and papulosquamons lesions in
HEIOIL o1 has a predilection

Joumal Compilition © 2009 Brirish Association of Dernatologists o Britkh pansl of Dersmawbygy 2010 162, ppR1-101 91
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for young female subjects, with a peak age of onset in the
fourth decade. The SCLE skin lesions may be associated with
malar eruptions or DLE lesions.'* Chlebus e ol.' reported that
fewer than 200 of patients with SCLE had DLE skin lesions.
The presence of overlapping cumaneous features of DLE and
SCLE may point towards the presence or possible development
of systemic LE (SLE)."

In diagnosing CLE, we have to consider that even carly
lesions of DLE are indurated, and can be contrasted with SCLE
lesions, which usually lack induration. Patients with the gener-
alized form of DLE may have photodistributed lesions, and this
might be confused with SCLE on the basis of lesion distribution.
Also, patients with DLE with anti-Ro/SSA antibodies may be
mistaken for patients with SCLE because some clinicians use the
presence of anti-Ro/5SA antibodies 1o establish a diagnosis of
SCLE or 1o exclude a diagnosis of DLE'" Different studies™''
have found that the histological examination of lesional skin
shows a relatively sparse, superficial infiltrate in SCLE and a
denser, deeper infiltrate in DLE. Also, it is unusual for the SCLE
skin lesions 1o have adherent hyperkeratotic scales or follicular
plugging.'""® Inmunofluorescence studies support the distine-
tive nature of SCLE in that the pattern of direct immunofluores-
cence in SCLE is quite different from that seen in DLE, ie. a
particulate epidermal pattern of staining in SCLE as opposed to
the particulate dermal-epidermal junction in DLE."!

The identification of nonspecific, but disease-related skin le-
sions, is very important in LE because the presence implies
systemic involvement.* " LE-nonspecific skin lesions are those
that are related to the underlying LE process, but are not spe-
cific for LE, as the same lesions can be encountered in other
autoimmune discases,” " The most common nonspecific skin
lesions in LE are vascular lesions, and in particular leucocyto-
clastic vasaulitis, thrombophlebitis and livedo reticularis.” It is
well known that some patiemts suffering from CLE develop
extracutancous manifestations during the course of their dis-
case; specifically, up to 5% of patients with DLE and up o
30% of patients with SCLE show systemic involvement.'*'7+'#

The aim of the current study was to analyse and compare
the prevalence and characteristics of the main clinical and
immunological manifestations in 112 patients with SCLE and
158 patients with CCLE.

Patients and methods

A total of 270 consecutive Caucasian patients with CLE (112
with SCLE and 158 with CCLE} who were evaluated between
January 1985 and December 2000 in the Department of Der-
matology and Systemic Autoimmune Discases Unit of the Hos-
pital Clinic of Barcelona were studied retrospectively. Written
informed consent was obtained from the patients. The medical
records of all the patients were reviewed in detail according 1o
a lxtdcﬁ.lr.d chart review, which included inpatient data,
records of clinic visits and records from referring institutions.
The recorded clinical and serological characteristics of the
patients included: (i) type of CLE (i} age at discase onser,
defmed as the initial manifestation clearly attributable to CLE;

(iii) age at diagnosis; (iv) age at protocol, defined as the age
when the patient entered the chart review; and (v} immumo-
logial features [antinuclear antibodies (ANA), amti-DNA,
anti-Ro, anti-la, anti-Sm and antiribonudeoprotein (RNP)
antibodies]. All the clinial findings (e.g. Raynaud phenome-
non, arthritis, arthralgias, serositis, nephropathy, xerophthal-
mia, xerostomia and SLE) were routinely recorded. The
distinction between SCLE and CCLE was made solely on the
basis of the cutancous dinical findings, without reference 0
histological or serological findings. The cutancous features of
SCLE were classified as an annular variamt {annular, erythema-
tous, saly lesions on sun-cxposed arcas, which regressed
without scarring or atrophy) or a papulosquamous type (dis-
crete erythematous scaly papules mainly locaed on the face
and dorsum of the hands, which healed without sarring or
atrophy). The lesions were characterized as either the annular
variant or the papulosquamous type based on the major type
of involvement present. In general, the cutaneous featwes of
discoid lesions were characterized by erythema, telan giectasias,
atrophy and resolution with scar formation.

All the patients were evaluated and followed by one of the
authors (C.H.), who determined the subtype of CLE for the
current study. In classifying the skin disease, aiteria reported
by Gilliam and Sontheimer® were used, Any type of LE-specific
cutancous lesion was assessed according to the Amerian
College of Rheumatology (ACR) criteria for SLE.*'*™ The
diagnosis of SLE was based on fulfilment of four or more of
the ACR criteria.'” The clinical manifestations evaluated in this
protocol were defined according to the American Rheumatism
Association glossary.”' Standard laboratory definitions were
used for the study.** "' ANA were detected by indirect
immunofiuorescence  using Hep-2 as a  substrate  [ANA
{+) 2 1/80]. Antidouble-stranded (ds) DNA antibodies (nor-
mal 0-25U mL™") were detected by Farrs ammonium
sulphate predpitation l.edmiqu-c“" and indirect immunofiuo-
rescence with Crithidie hicilioe as a substrate. Precipitating ant-
bodies to extractable nudear antigens (ENA), including Ro/
$5-A, La/SS-B, Ul-suRNP and Sm, were detected by counter-
immunoclearophoresis using calf and rabbit thymus and
human spleen extracts. Rheumatoid factor was detected by the
latex test and the Waaler-Rose technique.* Complement factors
€3 (normal §0-125 mgdL™') and C# (nonmal 19-40
mg dL™") were detected by a radial immunodiffusion assay
and CHS0 was determined by the haemolytic technique.®
Biopsy specimens for the histological assessment of skin lesions
were fixed in formalin, embedded in paraffin and stained with
haematoxylin—eosin and Aldan periodic acid-Schiff stain, The
histological criteria for LE proposed by Bangert et al** were
used for histological analysis. A direct immunofluorescenas
examination was performed in sun-exposed lesional and non-
lesional skin.

Statistical analysis

Conventional xl and Fisher's exact tests were used for ana-
lysing qualitative differenaes. The Student t and Mann-Whitney
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U tests were used to compare the median. A value of P < 005
was taken to indicate statistical signifianae. Results of the
analysis of continuous variables are presented a the mean £
standard deviation. The statistical analysis was performed using
the SPSS/PC programs (SPSS Inc., Chicago, IL, US.A).

Results
Patient characteristics
Of the 158 patienss with CCLE, 98 (62%) were female and 60
(38%) were male (E:M ratio, 1'6: 1), The mean age at the
onsct of symptoms attributable o CCLE was 413 £ 147 years
(range 11-88), and the mean age at the time of diagnosis was
436 £ 150 years (range 11-91). The mean age at protocol
entry was 44'1 £ 149 years (range 17-91), and the evolution
of the discase before protocol entry was a mean of
28 % 43 years (range 0~21). Of the 112 patents with SCLE,
77 (69%) were femake and 35 (31%) were male (F:M ratio,
22 : 1). The mean age at the onset of symptoms attributable
to SCLE was 420 £ 178 years (range (+5-84), and the mean
age at diagnosis was 436 £ 179 years (range (005-84). The
mean age at protocol entry was 440 £ 177 years (range 05~
84}, and the evolution of the discase before protocol entry
was a mean of 20 £ 32 years (range 0-20). No significant
differences existed berween CCLE and SCLE with respect 1o the
mean age at the onset and diagnosis of symptoms, at protocol
entry and the evolution of the disease before protom] entry.
The most frequent cutancous manifestations in patients with
CCLE were dismid lesions (98%). Four (2%) patients with
CCLE had nondiscoid lesions. Of these patients, three had
lupus pernio and one had panniculitis. Of the 154 patients
with discoid lesions, localized discoid lesions were the most
immon type, present in 93 (60%) cases, while the general-
ized form was present in 61 (40%) patients. Generalized cuta-
neous involvement was defined by the presence of lesions
above and below the neck. CCLE lesions where primarily dis-
tributed on the head (89%) and mmk (33%). Photosensitivity
(35%) and alopecia (25%) were also frequent manifestations
in patients with CCLE. Noncutaneous manifestations were
infrequent in patients with CCLE. Ten (6%) patients with
CCLE had SLE at the time of diagnosis of CLE Of the 10
patients with CCLE and SLE, seven had dismid lesions alone,
one had discoid and mucous membrane lesions, one had
discoid lesions and panniculitis and one only had panniculitis.
Eighty of 112 {71%) patients with SCLE presented with the
papulosquamous type, while 54 of 112 (48%) patients had
the annular-polycydic form. No significant differences were
found berween the papulosquamous and annular types in the
patients with SCLE, SCLE lesions were primarily distributed in
sun-exposed areas, such as the upper back and chest, and the
dorsal surface of the arms, hands and lateral nedk. Photosensi-
tivity characerized 69% of these patients, DLE lesions occurred
in 17 (15%) of the patients with SCLE. The most frequent
noncutaneous manifestations in patients with SCLE were arth-
ralgias (36%) and arthritis (20%). Forty-six (41%) of the
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patients with SCLE had SIE at the diagnosis of CLE Parients
with SCLE had a higher prevalenae of SLE (41% wvs. 6%,
P < 0r001) compared with patiemts with CCLE. The main
cutancons and nonaitancous manifestations of the disease of
the patients are sumimarized in Table 1.

In our scries, patients with SCLE had a higher frequency of
neoplasms (6% vs. 2%) (mammary, gastric, lung, prostate and
squamons carcinomas) compared with patients with CCLE
(basocellular and prostate @rcinomas and Hodgkin disease).
Nevertheless, no significant differences existed between patients
with SCLE and CCLE. The age of the patients with neoplasia was
higher than those without (631 £ 168 years vs. 391 £ 160
years, respectively, P < 0:001). Thus, this would suggest that
advanced age is a risk factor for malignancy in these sertings.

Differences according to the distribution and type of
lesions

Patients with SCLE had a higher prevalence of lesions on the
trunk (P < 0-001), arms (P < 0+001), hands (P < 0001) and
lower limbs (P < 0:001) compared with patients with CCLE.
Patients with SCLE also had a higher frequency of annular
(P = 0001) and papulosquamous (P < (*001) lesions, Ray-
naud phenomenon (P = 00031), muwmus membrane ulcers
(P=0004), malar rsh (P <0001), photosensitivity
(P < 00001) and vasculids (P = 0°004), and a lower frequency
of discoid lesions (P < 0:001) and alopedia (P = 0:007) com-
pared with patients with CCLE.

Differences according to the systemic features

Patients with SCLE had a higher prevalence of arthralgias (P =
001), xcrophthalmia (P < (+045), arthritis (P < 0-001) and
nephropathy (P = 00003) compared with patients with CCLE.

Differences according to the laboratory and
immunological findings

Patients with SCLE had a higher prevalence of anacmia (P =
0021), leukopenia (P = 00001), lymphopenia (P = 0-008),
thrombocytopenia (P = 00045), proteinuria (P = 0°001),
rheumatoid factor (P = 0-007), clevated erythrocyte sedimen-
tation rawe (ESR) (P < 0-001), ANA (P < 0-001), anti-DNA
(P = 0:001), anti-Ro (P < 0:001), anti-la (P < 0-001), anti-
RNP (P = 0036) and anti-Sm (P = 00021) antibodies, and
decreased €3 (P = 0°018) and C4 (P = 0:001) levels com-
pared with patients with CCLE. The laboratory and immumo-
logical findings of our patients are summarized in Table 2.

Differences according to the type of lesions, systemic
features and laboratory findings in patients with chronic
cutaneous lupus erythematosus

Patients with generalized DLE had a higher prevalence of

photosensitivity (P < 0:001), panniculitis (8:2% s 0%,
P = (-003), anacmia (P = 0:003) and anti-DNA (P = 0:030)
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Table 1 Comparative dermatalogleal fearures in 112 paients with subacute cutaneous lupis erythematosus (SCLE) and 158 with chranie CLE
(ecLE)

antibodies compared with patients with loclized DLE. Patents
with generalized DIE also had a higher frequency of SLE
(131% vs. 1'1%, P = 0-003) compared with patients with
localized DLE. The main clinical manifestations of generalized
and localized DLE are summarized in Table 1 and the labora-
tory and immunological findings are summarized in Table 2.

Differences according to the presence of systemic lupus
erythematosus

Fifty-six (21%) of 270 patients with CLE had SLE (46 paticnts
with SCLE and 10 patients with CCLE). Patients with SCLE who
presented with SLE had a higher prevalence of lesions on the
lower limbs (P = 0:016) and increased alopecia (P = 0:029),
Raynaud phenomenon (P = 0:003}, mucous membrane ulcers
(P < 0:001), photosensitivity (P = 0:027), vasculitis (P =
0-001), arthralgias (P < 0:001), arthritis (P < 0:001), nephro-
pathy (P =< 0:001), xerostomia (P = 00004}, and xerophthalmia
(P = 0:048). These patients also had a higher frequency of
anaemia (P < 0:001), leukopenia (P < 0-001), lymphopenia
(P < 0-001), proteinuria (P = 0-001), hacmaturia (P = 0:017),
cevated ESR (P < 0:001), ANA (P < 0:001), anti-DNA

(P < 0:001), anti-Ro (P = 0-009), ant-RNP (P = 0-004) and
anti-Sm  antibodies (P = 0:010) and rheumatoid factor
(P < 0:001), and low C3 (P=0:008) and CHSO levels
{P = 0-040) compared with patients with SCLE without SLE.
Patients with CCLE who presented with SLE had a higher
prevalence of lesions on the mmk (P = 0012), anns
(?=0:012) and lower limbs (P = 0013), and increased
photosensitivity (P = 0:004), arthralgias (P = 0-003), arthritis
(P = 0:003) and xerophthalmia (P = 0-047). These patients
also had a higher frequency of lencopenia (P = 0-044),
lymphopenia (P < 0:001), ANA (P < 0-001), anti-DNA
{P=0003) and anti-Ro antibodies (P = 0003) compared
with patients with CCLE without SLE. The clinical and labora-
tory findings are summarized in Tables 3 and 4, respectively.

Special associations between clinical and immunological
findings in patients with subacute cutaneous lupus
erythematosus

Fifty-three of 101 (52%) patients with SCLE had positive ANA
antibodies. ANA-positive patients had a higher prevalence of
arthralgias (51% ws. 21%, P = 00002}, arthritis {34% vs. 8%,
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‘Table 2 Comparative laborory values in 112 palems with subacue

lupus eryihemaosus (SCLE) and 158 wih chronie CLE (CCLE)

P = 0002), nephropathy (19% vs. 0%, P = 00001}, xerosto-
mia (11% vs. 0%, P = 0-018), SLE (76% vs. 10%, P < 0-001),
vasculitis (19% vs. 2%, P = 0:007), mucous membrane ulers
(19% vs. 0%, P = 00001) and Raynaud phenomenon (13% vs.
@%, P = 00009) mompared with ANA-negative patients. Sixteen
of 93 (17%) patients with SCLE had positive anti-DNA anti-
bodies. Anti-DONA-positive patiemts had a higher frequency of
arthralgias (8 1% vs. 30%, P < 0:001), anthritis (£4% vs. 20%,
P = 0044), vasauliis (31% vs. 8%, P= 00020), mumus
membrane ulcers (31% vs. 6%, P = 0:012) and SLE (88% vs.
38%, P < 0:001) compared with anti-DNA-negative patients.
Thirty-nine of 92 patients (42%) with SCLE had positive anti-
PFo antibodies, Anti-Ro-positive patients had a higher preva-
lence of arthralgias (49% vs. 28%, P = 0:046), nephropathy
(13% vs. 2%, P = 0-002) and SLE (62% vs. 34%, P = 0:009)
mpared with anti-Ro-negative patients. Fourteen of 91
(15%) patients with SCLE had positive anti-La antibodies,
Anti-La-positive patients had a higher frequency of nephro-
pathy (29% vs. 8%, P = 0-044) compared with anti-la-nega-
tive patients. Six of 8% (7%) patients with SCLE had positive
anti-Sm  antibodies. Anti-Sm-positive patients had a higher
prevalence of mucous membrane ulcers (67% wvs. 7%,
P = 0:001), Raynaud phenomenon (50% vs. 4%, P = 0:003)
and SLE (100% vs. 45%, P = 0:010) compared with anti-Sm-
negative patients. Seven of 90 (8%) patients with SCLE had
positive anti-RNP antibodies. Anti-RNP-positive patients had a
higher prevalence of mumus membrane ulcers, Raynaud
phenomenon (57% vs. 7%, P < 00001) and SLE {100% vs.
43%, P = 0:004) compared with anti-RNP-negative patients.
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Discussion

In our series, differences in the expression of CCLE and SCLE
existed with respect to the distribution and the type of lesions,
the systemic featres and the immunologial findings. Our
results confirm that SCLE should be reamgnized a a separate
LE subset. SCLE and CCLE differed in their course and progno-
sis. Patients with SCLE had a higher prevalence af

lesions on the body and a higher frequency of annular and
papulosquamons  lesions, Raynaud phenomenon, mumus
membrane uleers, malar rash, photosensitivity and vasculitis,
and a lower frequency of discoid kesions and alopecia than
patients with CCLE. Patients with generalized DLE had a higher
prevalenae  of photosensitivity, panniculitis and SLE  than
patients with loclized DLE. Ng et al'® observed that patients
with generalized DLE were more likely to develop SLE than
those with localized disease. Our findings are in keeping with
such observations. Others have reported'*?*% that the pro-
gression from localized to generalized DLE appears to be a
warning sign preceding the development of SLE. Parodi et o™
measured the activity of the discase {using the Systemic Lupus
Activity Measure) in 176 patients with CLE and @ncluded that
sooner or later some patients with CLE develop very active
disease, that antimalarials cannot prevent such an evolution,
and that photosensitivity, alopeda, oral ulcers and Raynaud
phenomenon may herald a worse prognosis. In our parients
with SCLE, mucous membrane ulcers were associated with
ANA, anti-DNA, anti-Sm and anti-RNP antibodies; xerostomia
was associated only with ANA,
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Table 3 Clinleal findings that were signilicantly

d with

’

The identification of nonspecific, but discase-related skin le-
sions, is important becuse their presence implies systemic
discase® "% and they are often useful indicators of systemic
discase activity. Cardinali et al* detected LE-nonspecific skin le-
sions in patients with SLE, and usually in the active phases of
the disease. We detected LE-nonspecific skin lesions not only
in patients with SLE, but also in patients with CLE without SLE
(Table 1}. In addition, vasculitis was associated with ANA and
anti-DNA antibodies and Raynaud phenomenon was associated
with ANA, anti-Sm and anti-RNP antibodies.

Extracutancous manifestations of patients with SCLE are usu-
ally mild. Joint complaints are the most frequent extracutane-
ous manifestations in patients with SCLE® Such patients
usually have a relatively benign form of SLE marked by mus-
culoskeletal symptoms and a low incdence of nephritis and
severe ONS disease.”"**" The usual life-threatening complica-
tions of SLE are rare in patients with SCLE® Our findings are
in keeping with such observations, In our patients with SCLE,
the most frequent noncutaneous manifestations were arthral-
gias and arthritis. Nonaitancous manifestations were  in-
frequent in our patients with CCLE. These results are in
agreement with the literature.” Sontheimer e al.® found that
pleuritis and Raynaud phenomenon were more frequent in
patients with SCLE than those with CCLE Ng e o' found

ic lupus eryihemaosis (SLE) in patiems with cuwaneos LE (CLE)

that paticnts with SCLE had a higher prevalenae of SLE than
patients with CCLE. In our series, patients with SCLE had a
higher prevalence of arthralgias, xerophthalmda, arthritis,
nephropathy and SLE than patients with CCLE. Tebbe et ol®”
studied 245 patients with CLE and 51 with SLE and concluded
that patients showing signs of nephropathy, presence of arth-
ralgias and clevated ANA titres should be carefully monitored
because they may be at risk of developing SLE invol S
our series, photosensitivity, arthralgias, arthritis, n thy
and xerophthalmia were associated with SLE both in patients
with SCLE and those with CCLE. In patients with SCLE, alo-
pecia, Raynaud phenomenon, mucous membrane ulcers,
vasculitis and  xerostomia were also assodated with SLE.
Arthralgias were associated with ANA, anti-DNA and anti-Ro
antibodies, arthritis was associated with ANA and and-DNA
antibodies and nephropathy was associated with ANA and
anti-Ro and anti-La antibodies.

Various authors'**** have suggested that the nature of LE
is nonstatic, as evidenced by the progression of a patient’s dis-
eame through the spectrum of LE Patients do not drift into a
relatively fixed position within the LE spectrum. The group of
patients who progress from cutancous discase to SLE tend to
have symptoms and/or persistent laboratory abnormalities,
including arthritis, persistently active widespread cutaneous
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Table 4 Labomrory parameters that were significantly assoclsed with sy

ie lupus eryib (SLE) in patiems with LE (CLE)

discase, a persistently elevated ESE, a persistently positive ANA
and/or the presence of anaemia,'* In our study, SLE was asso-
dated with ANA, anti-DNA, anti-Ro, anti-Sm and anti-RNP
antibodies.

SCLE lesions can be induced by several drugs’'™™ We
excluded from our report a female patient aged 74 years who
was medicated with lansoprazole and nicrdipine, and pre-
sented with annular lesions on the tumk, arms and lower
limbs. She also had lymphopenia, an ANA tire of 1/160 and
pesitive anti-Ro and anti-La antibodies. SCLE has also been as-
sociated with porphyria cutanea tarda,™ Sweet syndrome,’®
wmplement abnormalities® " and with malignancies, such
as lung and mammary arcinomas,”™***" Hodgkin discasc®!
and malignant melanoma*’ We observed malignancies in
patients with SCLE and CCLE but no signifiant differences
existed between patients with SCLE and CCLE. Also, the
advanced age of our patients with neoplasia was a risk factor
for malignancy in these settings.

In our report, patients with SCLE had a higher prevalence
of laboratory and immunological abnormalities than patients
with CCLE Different authors™ ™ ** found that laboratory ab-
normalities were substantially more common in patients with
generalized skin discase than in patients with loalized skin
disease. Callen®® found that abnormal laboratory findings were
uncommon in patients with CCLE An elevated ESR ocourred
in patients with both localized and generalized discase but
was more common in the latter. Others have concluded that
an elevated ESR is present more frequently in patients with
SCLE” Leukopenia ocarrs in patients with DLE as a manifesta-
tion of SLE and it ako occurs in a small number of patients
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with DLE. Lymphopenia in patients with CLE is a high-sensi-
tivity but low-spedficity marker of systemic involvement. '
We found that abnormal laboratory findings were uncommon
in patients with CCLE, especially compared with patients with
SCLE. Nevertheless, lymphopenia (15%) was more common
in our patents with CCLE than in other repors.’’ When we
analysed our patients with CCLE, we found that generalized
DLE was associated with anacmia and anti-DNA antibodies.

In our series, both in patients with SCLE and those with
CCLE, leukopenia, lymphopenia, ANA, anti-DNA and anti-
Ro antibodies, were associated with SLE. All of the remaining
laboratory parameters, with the exception of thrombocytope-
nia and anti-La amibodies, were associated with SIE in
patients with SCLE. ANA are the most often deteded autoanti-
bodies in patients with LE. Some reports™®? 5% hayve
shown that ANA are more frequently detected in patients with
SCLE, especially in patients with lar and papulosq
lesions, compared with patients with CCLE. Raised ANA titres
occurred more often in patients with generalized DLE. Ng
et d.'® found that ANA titres generally correlated with the risk
of development of SLE. In our study, we found an association
between ANA and arthralgias, arthritis, nephropathy, xerosto-
mia, SLE, wvasculitis, mucous membrane ulcers and Raynaud
phenomenon. Anti-dsDNA antibodies, in particular of the 1gG
isotype, are usually considered a marker of SLE and often cor-
relate with disease activity*"*" Forger et o." found a signifi-
cant association between the IgM isotype and cmancous
involvement and between the 1gG isotype and lupus nephritis,
Cervera et ol * found that a high anti-dsDNA titre was assod-
ated with a higher prevalence of nephropathy, haemolytic
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amaemia and fever. In onmast, patients with high titres of
these antibodies had a lower prevalenae of thrombosis and
sicca syndrome. In our smudy, we found an assodaton
between anti-DNA antibodics and arthralgias, arthritis, vasculi-
tis, mucous membrane ulcers and SLE. Ant-Ro (S$-A) anti-
bodies are recognized as a characteristic marker of SCLE
despite their ahsence in some typical cases. However, these
antibodies are not discase-specific and are also present in Sjo-
gren syndrome, ™™ SLE®' neonanl LE,*"* dmg-induced
lupus-like syndrome™ and homozygous €2 and C4 defi-
cency.” Bielsa e a.™ found that annular lesions are fre-
quently  associated  with  positive  anti-Ro  and  anti-la
antibodies, In our serics, anti-Bo and anti-la antibodies were
found in patdents with SCLE, bur only infrequenty detected in
patients with CCLE. We found an assocdiation between anti-Ro
antibodies and arthralgias, nephropathy and SLE. In reports
involving SLE,® anti-La ($$-B) antibodies have been associated
with malar rashes, subacute cutaneous lesions, photosensitivi-
ty, arthritis, serositis, thromboesis and Sjogren syndrome. In
our study, we found an association between anti-La antibodies
and nephropathy.

RNP antibodies have been found in patents with mixed
connective tissue disease and in SLE."™ In contrast 1o the
findings of Bielsa et al.,*” our patients with CCLE had anti-RNP
and anti-Sm antibodies, but very infrequently. We found an
association between ant-RNP antibodies and mucous mem-
brane uleers, Raynaud phenomenon and SLE. Winn et ol.*
studied the clinical features of patients with SLE with anti-
bodies to the Sm antigen and concluded that this serological
marker identifies a clinical subset of patents with SLE with
milder central nervous system and renal disease. Other investi-
gators have suggested that patients with SLE with this antibody
have an increased frequency of skin (vasculitis) disease.”"™ In
our study, we found an association berween anti-Sm anti-
bodies and mucus membrane ulcers, Raynaud phenomenon
and SLE.

Complement level abnormalities are rare in patients with
CCLE, but not in those with SLE*%% The patients with SLE
who have abnormal complement levels tend to have a greater
frequency of renal di , vasculitic lesions and abnormalities
of their antibody systems.'* Our patients with SCIE had a
higher prevalence of low €3 and C4 levels compared with
patients with CCLE.

Our study is the largest series of wmparative analyses
involving patients with CLE. We not only compared SCLE with
CCLE, we also studied the affected patients according to the
presence of SLE, and patients with CCLE were differentiated as
having loalized or generalized DLE. There are very good, sim-
ilar reports that have been published previously in the litera-
e S 191555 (Table 5}, However, we demonsirated special
associations between dinical and immunological findings in
patients with SCLE Other reports have attempted to demon-
strate this association in the past with less success. Neverthe-
less, we have to consider that our study had some limitations,
Firstly, it was a retrospective study. Also, we should address
the possibility that some of our patients with CLE referred to
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our hospital-based dermatology group might have been more
severely affected or more resistant to treatment than those
managed in office-based practices in the Barcelona area.

To summarize, differences in the expression of CCLE and
SCLE were found with respect to the distribution and the type
of lesions, the systemic fearures and immumological findings.
Our results confirm that SCLE should be recognized as a scpa-
rate LE subset. SCLE and CCLE differed in their course and
prognosis, and our series supports the theory that SCLE is clo-
ser to SLE than DLE, Our data suggest that patiemts with SCLE
are characterized by a higher prevalence of cutaneous lesions
on the body, systemic features and more frequent laboratory
and serological abnormalities than those with CCLE. In both
patients with SCLE and those with CCLE, photosensitivity,
arthralgias, arthritis, nephropathy and xerophthalmia were as-
sodated with SLE. In addition, in patients with SCLE, alopecia,
Raynaud phenomenon, mucous membrane ulcers, vasculitis
and xerostomia were also assodated with SLE. Also in patients
with SCLE, significant correlations were found between clinical
and immunological data. Generalized DLE was assodated with
a higher prevalence of phowsensitivity, panniculits and SLE
than localized DLE.

The different results in the literature conrning the ohser-
vation of the various cutancous manifestations of LE might be
due 1o the different approaches for the evaluation of the dis-
cases by rheumatologists and dermatologists. The clinical
feamres of follicular plugging, scarring and telangiectasia
observed in DLE, but not in SCLE, suggest a different patho-
genesis. The histopathologial picture, albeit controversial, also
supgests a different pathogenesis between discoid and SCLE
lesions,"'" The explanation of this apparent varability in the
clinical expression of SCLE and CCLE with respect to the clini-
cal, laboratory and immunological partern is not clear. More
studies will be necessary to determine the pathogenesis of the
different subgroups of this disease.
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“Lupus eritematoso cutaneo: estudio clinico e inmunolégico de 308 pacientes
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MATERIAL Y METODOS DEL ESTUDIO II

Se evaluaron 308 pacientes caucasicos consecutivos con LEC (103 hombres y 205
mujeres) entre enero de 1985 y diciembre de 2000 en los Servicios de Dermatologia
y de Enfermedades Autoinmunes del Hospital Clinic de la Universidad de
Barcelona. El estudio fue retrospectivo. Las fichas clinicas de todos los pacientes
fueron revisadas en detalle de acuerdo a un protocolo que incluia informacion
clinica y seroldgica de los pacientes. Todas las caracteristicas clinicas tales como:
fenébmeno de Raynaud, artritis, artralgias, serositis, nefropatia, xeroftalmia,
xerostomia y LES fueron revisadas en detalle. El diagndstico se basd en los
hallazgos clinicos cutaneos y en la confirmacion histologica. El criterio histologico
utilizado para LE fue el propuesto por Bangert et al. Se realizaron estudios de
inmunofluorescencia directa en los pacientes. El diagnostico de LES se basé en el
cumplimiento de al menos 4 o mas criterios de la ACR. En los analisis estadisticos,
se utilizaron los Test de X2, t de Student y U de Mann-whitney. Para la

significancia estadistica se utiliz6 un valor de P < 0,01.
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COMENTARIO DEL ESTUDIO 11

Se ha podido realizar una valoracion de las diferencias en las caracteristicas
clinicas e inmunologicas del LE segun el género en un amplio grupo que comprende
308 pacientes con enfermedad cutdnea predominante. De entrada, la enfermedad en
su conjunto es mas frecuente en mujeres en una razon de 2:1. La frecuencia de los
diversos tipos de LEC es similar en ambos sexos, siendo el grupo mas frecuente el
LECC (58,3% en varones y 47,8% en mujeres), seguido del LECS (34% en varones
y 37,6% en mujeres). El LECA, siempre asociado a enfermedad sistémica, es el
subtipo de enfermedad menos observado en este grupo de pacientes (7,8% en
varones y 14,6% en mujeres), sin embargo su frecuencia en mujeres es mucho mas
elevada que en varones, confirmando el dato ya conocido del predominio de LES en

el sexo femenino.

De acuerdo con esta observacion, el fenomeno de Raynaud (p<0,01), la perniosis
(p=0,005), la presencia de artralgias (p=0,001) y, en definitiva, el cumplimiento de
criterios de LES (p<0,001) fue mas prevalente en el sexo femenino. También se ha
comprobado la tendencia a un aumento en VSG (p<0,005), ANA (p<0,001) y a una
disminucion en los niveles de C3 (p<0,001), C4 (p<0,01) y CH50 (p<0,01) en

mujeres.
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En cuanto a manifestaciones clinicas destacamos que el fendmeno de Raynaud y
la perniosis lipica son signos casi exclusivos del género femenino. Los signos y
sintomas de fotosensibilidad son mas frecuentes en los pacientes con datos de
afeccion sistémica que en los pacientes con enfermedad cutanea aislada, siendo esta

diferencia mayor en varones.
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gummary

Background. Numerous studies involving systemic lupus ervthematosus (SLE) have
attempted to identily gender dillerences in patients with lupus ervihematosus (LE).
However, [ew reports on cutaneous lupus ervthematous (CLE) have identilied gender
dillerences.

Aim. T'o analvse and compare the prevalence and characteristics of the main clinical
and immunological [eatures ol male and lemale patients with CLE.

Methods. The medical records ol 103 (3 3.4%) male and 205 (66.6%) lemale patients
with CLE who were treated as inpatients or outpatients between |anuary [985 and
December 2000) were retrospectively studied. All patients were reviewed in detail
stratilied bv a predelined protocol.

Results, Female patients had a higher prevalence ol Rayvnaud’s phenomenon
(P < 0.01), chilblain lupus (P = 0.005), arthralgias (P = 0.001) and SLE (P < 0.01).
Female patients were also more likelv to have an increased ervthrocyie sedimentation
rate (P < (L.005), higher levels of antinuclear antibodies (P < 0.001) and decreased
levels of C3 (P < 0.001), C4 (P < 0.01) and CH50 (P <0.01). There was a higher
prevalence ol clinical and laboratory abnormalities in [emale patients who had both
SLE and CLE than in male patients with both conditions.

Conclusions. In our series, dillerences in the expression of CLE existed between male
and [emale patients with respect to the type of lesions, svstemic [eatures, and immuno-
logical findings.

Introduction

of LE can be classified as specific or nonspecific. The
specilic skin lesions of cutaneous lupus ervthematosus

Lupus ervthematosus (LE) is a chronic autoimmune
disease resulting from the interplay ol genetic, environ-
mental and hormonal elements. It is characterized by a
specirum of clinical forms with variable evolution,
ranging from a localized cutaneous form to a lile-
threatening systemic form." Skin involvement occurs in
70-85% ol all patients with LE. The cutaneous features
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(CLE) are classified as acute cutaneous lupus ervthe-
matosus (ACLE), subacute cutaneous lupus ervihe-
matosus  (SCLE}) and  chronic  cutaneous  lupus
ervthematosus (CCLE),” based on the clinical charac-
teristics of the lesions, The commonest lorm of CCLE is
discoid LE (DLE), which is characterized by ervthema,
telangiectasias, atrophy and resolution with scar
[ormation.

SCLE is a condition described by Sontheimer et al’ in
1979 as a distinct subset of CLE, distinguishable from
chronic scarring LE lesions. It is characterized by
psoriasilorm andZor annular lesions in sun-exposed
areas, absent or mild systemic involvement, and pres-
ence of circulating anti-Ro/SSA antibodies,” and is
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olten associated with the presence of human lympho-
cyte antigen (HLAJ-DR3,

LE-nonspecilic skin lesions are lesions that are in
some way related to the underlying LE process, but are
not specific for LE as the same lesions can be encoun-
tered in other autoimmune diseases.* The identifica-
tion ol nonspecilic but disease-related skin lesions is very
important in LE, as their presence implies svstemic
involvement.” The commonest nonspecific skin lesions
in LE are vascular lesions and in particular, leucocyto-
clastic vasculitis, thrombophlebitis and livedo reticular-
is.” It is well known that some patients with CLE develop
extracutaneous leatures during the course ol disease,
and up to 5% ol patients with discoid LE and up to 30%
ol patients with SCLE have systemic involvement.”
However, most patients with SCLE enjov a good
prognosis over their disease course, sugpesting that
only around 10-15% ol patients with SCLE are at risk
for potentially lile-threatening leatures of SLE 4

Numerous SLE studies™ "’ have ftried to identily
gender dillerences in patients with LE, but few reports
have identified gender differences in CLE. The aim ol this
study was to analyse and compare the prevalence and
characteristics ol the main clinical and immunological
leatures between the genders.

Methods

Written informed consent was obtained [rom the
patients belore they underwent biopsies. Ethics approval
was not required because it was a retrospective study.

In total, 308 patients with CLE treated as either
inpatients or outpatients between January 1985 and
December 2000 in the Department of Dermatology and
Svystemic Autoimmune Diseases Unit of the Hospital
Clinic of Barcelona were retrospectively studied. There
were 103 male patients (33.4%; mean % SD
44.9 * 16.5 vears, range (0.5-84) and 205 (66.6%)
female patients (age 409 * 16.9 vears, range 14-91).
The male @ lemale ratio was 2 @ 1.

The medical records of all patients were reviewed in
detail stratilied by a predefined protocol, which included
inpatient data, records of interval clinic visits and
records from relerring institutions. The clinical and
serological characteristics ol all patients were collected
on a printed study form, which included : (i) type of CLE;
(il) age at disease onset, delined as the initial eature
clearly attributable to CLE; (iii) age at diagnaosis; (iv) age
at study entry; and (v) immunological features [anti-
nuclear antibodies (ANA) and anti-double-stranded
(ds)DNA, anti-Ro, anti-La, anti-Sm and anti-RNP anti-
bodies] at studv entrv. All clinical findings [e.g.

Rayvnaud's phenomenon (RP), arthritis, arthralgias,
serositis, nephropathy, xerophthalmia and xerostomia|
were routinely recorded. The diagnosis was based on
cutaneous clinical findings and histological conlirma-
tion. All patients were seen and lollowed by one ol the
authors (CH), who evaluated and determined the
subtype of CLE [or this study. In classilving the skin
disease, criteria reported by Sontheimer and Gilliam
were used.’ Any type of LE-specilic cutaneous lesions
was considered to be one of the American College of
Rheumatology (ACR) criteria for SLE.*'* The diag-
nosis of SLE was based on [ulfilment of 24 of the
ACR criteria.' The clinical features were defined and
stratilied, by the American Rheumatism Association
Glossary Committee."”

Laboratory investigations

Standard laboratory definitions were used [or this
study,”" "™ Antinuclear antibodies (ANA) were de-
tected by indirect immunofluorescence using Hep-2 as
substrate (positive ANA at 21 :80) Anti-dsDNA
antibodies (normal 0-25 U/ml) were detected by
Famr's ammonium sullate precipitation technique'”
and indirect immunofluorescence with Crithidia ludliae
as substrate. Precipitating antibodies to extractable
nuclear antigens (ENA), including Ro/88-A, La/SS-B,
UlsnRNP and Sm, were detected by counterimmuno-
electrophoresis using call and rabbit thymus and
human spleen extracts. Rheumatoid [actor was detec-
ted by the latex test and Waaler—Rose technique.' ™™
C3 (normal 50-125 mg/dL) and C4 (normal 19-
40 mg/dL) were detected by radial inmunodiflusion
assay and CH50 by the haemolytic technique.'” Biopsy
specimens [or histology ol skin lesions were fixed in
[ormalin, embedded in parallin wax, and stained with
haematoxylin and ecsin and with alcian periodic-acid-
Schill stain. The histological criteria lor LE proposed by
Bangert et al'® were used for histological analysis.
Direct immunofluorescence was performed on both
lesional and nonlesional skin from both sun exposed
and nonexposed sites.

Statistical analysis

Conventional y*and Fisher exact tests were used for
analysing qualitative differences. The Student t-test and
the Mann-Whitney U-test were used to compare the
median. P < 0.01 was considered significant. Results of
the analysis ol continuous variables are indicated as
mean * SD. Statistical analvsis was performed using the
SPSS/PC programs (SPSS Inc. Chicago, IL, USA).

£ 2009 The Authoris

730 Journal compilation © 2009 Brtsh Associgton of Dermatologsts » Clinkal and Fxpenmental Demmatology, 35, 729-735

48



CLE: dlinical and immunological study of 308 patients « M. A. Vera-Recabarren el al.

Results

Patient characteristics

Mean age at the onset ol symptoms attributable to CLE
was 38.84 % 16.7 vears (range 11-77) for lemale
patients and 42.3 * 16.5 vears (range 0.5-84) [or
male patients, Mean age at diagnosis was 40.5 =
17.0 years (range 11-91) and 44.3 * 16.6 vears
(range 0.5-84), respectively. The disease had been
present 2.1 * 3.6 vears (range (-20) and 2.6 %
4.1 vears (range (-2 1), respectively, belore study entry.
None ol these dillerences was signilicant.

Of the 103 male patients with CLE, 8 (7.8%) had
ACLE, 35 (34.0%) had SCLE and 60 (58.3%) had CCLE.
Of the 205 female patients with CLE, 30 (14.6%) had
ACLE, 77 (37.6%) had SCLE and 98 (47.8%) had CCLE.

The most common cutaneous leatures in both female
and male patients with CLE were discoid lesions (54.6%
and 64.1%, respectively) and photosensitivity (52.2%
and 51.5%). Arthralgias (29, 3%) and SLE{ 31.7%) were
common in female patients, but not in male patients
with CLE.

The main clinical and laboratory findings ol the
disease in the study patients are summarized in Table 1.

Differences stratified by the type of lesions, systemic
features, and laboratory and immunological findings

Female patients with CLE had a higher prevalence ol RP
(P =< 0.01), chilblain lupus (P = 0.005), arthralgias
(P =0.001) and SLE (P = 0.008) compared with men.

Female patients with CLE also had had a higher
prevalence of increased ESR (P < 0.01) and ANA
(P<0.001) and decreased C3 (P <0.001) C4
(P < 0.01) and CH50 (P < 0.01) levels compared with
male patients.

Differences in male patients stratified by the
presence of SLE

In total, 18 (17.5%) of 103 male patients with CLE had
SLE at the time of diagnosis ol CLE. The mean age of this
group at disease onset was 45.2 * 194 years (range
10-84 vears), compared with 41.6 * 158 vears in
patients without SLE (NS). The mean age at diagnosis
in the SLE group was 46.7 * 20.0 vears (range 10—
84 vears), compared with 438 # 159 vears in the
non-SLE group (NS).

The main clinical features of SLE in male patients
with CLE are summarized in Table 2. Male patients with
SLE had a higher prevalence of cutaneous lesions on the
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hands (P < 0.01) and legs (P < 0.01), a higher preva-
lence of papulosguamous lesions (P < 0.01), mucous
membrane uleers (P < 0.001), photosensitivity (P <
0.001), malar rash (P < 0.01}, vasculitis (P = 0.001),
serositis (P < 0.01), arthralgias (P < 0.001) and arthri-
tis (P < 0.001), and a lower [requency ol discoid lesions
(P <0.001) compared with male patients without SLE
(rn = 85). Male patients with SLE also had a higher
prevalence of lymphopenia (P < 0.001), increased ESR
(P < 0.01), rheumatoid factor (P <0.01), ANA (P <
0.001), anti-dsDNA (P < 0.01) and anti-Ro (P =0.001)
antibodies, and decreased C4 (P < 0.01) levels com-
pared with patients without SLE.

Differences in female patients stratified by the

presence of SLE

O 140 [emale patients with CLE, 65 (46.4% ) alsohad SLE
at the time ol diagnosis of CLE. The mean age of this group
at disease onset was 37.4 % [.7 vears (range [3-82)
compared with 39.5 = [6.2 years in patients without
SLE (NS). The mean age atdiagnosis in the SLE groupwas
3184 = 18.0 vears (range [ 3-83 vears), compared with
41.6 % 164 vears in the non-SLE group (NS).

The main clinical features ol SLE in female patients
with CLE are summarized in Table 2. Female patients
with SLE had a higher prevalence of cutaneous lesions
on the trunk (P =0.001), arms (P < 0.001) and legs
(P < 0.001), a higher prevalence ol annular (P < 0.01)
and papulosquamous lesions (P = 0.001), malar rash

(P <0.001), RP (P<0.01), photosensitivity (P <
0.001), mucous membrane ulcers (P < 0.001),
vasculitis (P < 0.001), arthralgias (P < 0.001),

arthritis (P < 0.001), xerostomia (P < 0.01), xeroph-
thalmia (P < 0.001), nephropathy (P < 0.001)
and serositis (P < 0.01), and a lower [requency of
discoid lesions (P < 0.001) compared with [emale
patients  without SLE (n= 140). Female patients
with SLE also had a higher prevalence ol anae-
mia (P < 0.001), leucopenia (P < 0.001), lymphopenia
(P <0.001), proteinuria (P <0.001), haematuria
(P =<0.01), increased ESR (P < 0.001), rheumatoid
factor (P < 0.001), ANA (P < 0.001), anti-dsDNA
(P<0001), anti-Ro (P < 0.001), anti-RNP (P <
0.001) and anti-Sm (P < 0.001) antibodies, and de-
creased C3 (P < 0.001), C4 (P=0.001) and CH50
(P < 0.001) levels compared with patients without SLE.

Discussion

In our series, diflerences in the expression between male
and female patients existed with respect to the type of

PER
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Table 1 Comparative dermatological

Patients, n (%) features in 308 patients with cutaneous
————— Female (1 = 205) Male (1 = 103) P lupus erythematasus stratified by gender.
Sate
Head 184 (89.8) B4 (B1.6) NS
Trunk 97 (47 .3) 56 (54.4) NS
Amms 83 (40.5) 30 {29.1) NS
Hands 54 (26.3) 15 {14.6) NS
Legs 37 (18.0) 17 (16.5) NS
Type of ksian
Annular lesons 36 (17.6) 22 (21.4) NS
Papulesquamows lesians 71 (34.6) 29(28.2) NS
Dicod lesiams 112 {54.6) 66 (64.1) NS
Malar rash 55 (26,8 15 (14.6) NS
RP 14 (6.8) LR {1} < 0.005
Fhatasenstvity 107 (52.2) 53 (51.5) NS
MMU 17 (8.3) 7(6.8) NS
Alopeca 43 (2.0 18 (17.5) NS
Vaseulitis 19 (9.3) 4{39) NS
Periungual telangiectasia 12 (5.9) 719 NS
Liveda reticulars 5{2.4) 1{1.0} NS
Chilalzin lupws 19 (9.3) 1{1.0) 0,005
Systemic features
Arthralgiss 60 (29.3) 127 0o
Arthnts 33 {16.1) 9{87) NS
Xerostomia 10 {4.9) 1{1.0) NS
Xeronhthalmia 20 (9.8) 2{19) NS
SLE 65 (31.7) 18{(17.5) 0,008
Nephrapathy 17 (8.3) 4429 NS
Sercsites 4(20) 3(29) NS
General labaratary findings
Anaemia 217186 (11.3) /87 (6.9) NS
Leucapenia 38/188 {31.2) 8,89 (9.0} NS
Lymphapenia 707188 (37 .2) 22/89 (24.7) NS
Thramborytapenia 6/189 (3.2) 5./89 (5.6) NS
Proteinuria 177176 (9.7) 3/B1(37) NS
Haematuna B/175 (4.6) 3/81437) NS
ESR 69177 (39.0) 17781 (21.0) 0,005
Rheumatand factar 19151 {12.6) 8/70 (11.4) NS
Immunalogical findings
ANA B4./184 (45.7) 237135 (17.0) <0001
AntdsDNA 29,175 (16.6) 5129 (39) NS
AntiRa/SS-A (s} 35/174 {20.1} 5/134 (3.7) NS
Antrla/SSB (+) 12171 {7.0) 0/134 (0) NS
Anti-RNP 16/172 (9.3) 2/126 {16) NS
AntkSm 12170 (7.1) 1/126 (0.8) NS
Low C2 33/.172(19.2) 9/130 (6.9} =000
Low Cd 357172 (20.3) 7/130 (5.4} 0002
Low CHEO 427171 (24 .6) 177129 (13.2) agaor

ANA, antinuclear antibody: ds, double-stranded; ESR, erythrocyte sadimentation rate; MMLUI,

mucous membrane ulcers; NS, not significant; SLE, systemic lupus erythematosus.

lesions, the systemic features, and the laboratory and
immunological findings. Numerous SLE studies™ " but
few CLE reports have attempted to identily gender
dillerences.

Some people are genetically predisposed to LE. Under
the influence ol multiple genes, ofien triggered by

environmental challenges and strongly influenced by
gender, they may develop several dilferent clinical
syndromes that [ulfil the diagnostic criteria lor SLE or
CLE. In SLE reports,™™ " ulopecia, chilblain lupus,
arthralgias, arthritis and malar rash have been shown
to be associated with female pender. Other SLE
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Table 2 Comparative dermatalogical features in 308 patients with cutaneous lupus erythematosus stratified by presence of SLE.

Males, n (%)
Charactenstx SIE (n = 18) Non-SLE (n = 85)
Sate
Head 16 (88.9) 68(80.0)
Trunk 14 (77.8) 42 (49.4)
Armes 9(50.0 21(24.7)
Hands 7(38.9) B(94)
legs & (44.4) 9{10.6)
Type of kesion
Annulsr 5(27.8) 17420.0)
Papulosquamous 10 {55.6) 19422.4)
Discaid 5{27.8 61(71.8)
Malar rash 7{38.9) B(94)
RP 00 00
Photasensitvity 17 (94 .4) 36(42.4)
MU 7 (38.9) 040}
Alopedia 4(22.2) 14({16.5)
Vasculitis 4(22.2) 00
Perungual telangiectasia 2. 010}
Lvedo retculans 1(5.6) 00
Chilblain lupus 2(5.8) 0
Systemic features
Arthralgiss 9 (50.0) 3(35)
Arthnitis B {44 .4) 1012)
Xerostomia 1(5.6) 00}
Xeraphthalmia 1(5.6) 00
Nephrapathy 3{16.7) 1012}
Seroate 2{16.7) 040}
General Labaratary findings
Anaemia 4,18 (22.2) 2/69(29)
Leucopenia 4,18 (22.2) 4/71(56)
Lymphapenia 14 /18 (77.8) 8/71(11.3)
Thramibocytopenia 3/18 (16.7) 2/71(28)
Protenuna 2/18(11.) 1/63(18)
Haematuna 2/18(11.7) 1/63(18)
ESR 9,18 (50.0} 8/63012.7)
Rheumatond factar 617 (35.3) 2/53(28)
Immunalagical findings
ANA 12/18 (72.2) 7/69(10.1)
Ant-dsDNA 4,18 (22.2) 1/62(16)
Ant-Ro /5S-A (+) 7/18(38.9) 4/65162)
Ant-la/S5B (=) 1/18 (5.6) 1/65(1.5)
Anti-RNP 218 (1.0} 1/58{(17)
Ant-5m 3717 (17.6) 0/58(0)
Low C2 1,17 (5.9) 0/63(0)
Low C4 4,17 (23.5) 076310}
Low CHS0 4,17 (23.5) 4/63(6.3)

Female patierts, n (%)

P SE (n =65 Non-SLE (n = 140} P
NS 58 (892} 126 (90.0) NS
NS 42 (646} 55 (29.3) 0.001
NS 3B (585) 45 (32.1) <0.001
0.004 214323) 3236 NS
0.002 23(354) 14 (10.0) <0.001
NS 19{292) 17 (12.1) 0.003
0005 33(508) 38(27.1) 0.001
<0001 17{262) a5 (67.9) <0.001
0004 26 (554) 19(12.6) <0.001
NS 10{154) 4 (29} 0.002
<000 48 (728} 59 (42.1) <0.001
<0001 15(23.1) 2(14) <0.001
NS 15 (23.1) 28 (20.0) NS
000 16124 6) 342.1) <0.001
NS 61{9.2) 614.3) NS
NS 21431 342.1) NS
NS 5(1.7) 14 (10.0) NS
<000 42 (64 6) 18(12.9 <0.001
<000 30 (462) 3.1} <0.001
NS 8{123) 214} 0.002
NS 144215} 614.3) <0.001
NS 15422.1) 20(14) <0.001
0.005 4(6.2) 010} 0.009
NS 17/61 (279} 4/125 (3.2} <0.001
NS 27/63 {42 9) 117125 (8.8) <0.001
<000 45/63 (71 4) 257125 (20.0) <0.001
NS 3/64 (4.7) 37125 {2.4) NS
NS 15/61 (246} 2/11501.7) <0.001
NS T/604011.7) 1/115 (0.9} 0.002
0.002 40,59 {67 8) 297118 (24.6) <0.001
0.002 17/55 (209} 2/95(2.1) <0.001
<000 60/64 (92.8) 24/120(20.0) <0.001
0008 25/614410) 4/114 (3.5} <0.001
a0m 21757 (368) 14117 (12.0) <0.001
NS 8/55 (145} 4116 (3.4) NS
NS 15/59 (254) 1/113 (0.9} <0.001
NS 11/59 (1886} 17111 {0.9) <0.001
NS 21,56 (37 5) 12,116 (10.3) <0.001
0.002 20/5614357) 15,116 (12.9) 0.001
NS 24,56 (429) 18,115 (15.7) <0.001

ANA, antinuclear antibody: ds, double-stranded; ESR, erythrocyte sedimentation rate; MMU, mucous membrane uleers: NS, not significant;

SLE, systemic lupus erythematosus.

studies,** ! have found an association with nephrop-
athy, pleuritis, vasculitis and hepatomegaly in male
patients. However, there is conllicting evidence about
the association with gender in thrombocytopenia,**!!
and neurological involvement.™ """ These discrepan-
cies may be explained by the different methods used in
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the diagnosis of the clinical features, or may reflect
racial or ethnic differences,

Regrettably, it is diflicult to compare our findings
with other CLE reports about the differences between
male and female patients because this imponant topic is
under-reported. In our series, discoid lesions and
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photosensitivity were common in both male and [emale
patients. Arthralgias (29.3%) and SLE (31.7%) were
common in [emale but not in male patients. There was
a higher prevalence of RP, chilblain lupus, arthralgias
and SLE in [emale than in male patients. Female gender
is clearly a susceptibility [actor, as the prevalence ol SLE
in female patients ol childbearing vears is 7-9 times
that of male patients, whereas the female : male ratio is
3:1 in both premenopausal and postmenopausal
vears.

Metabolism of oestrogenic and androgenic hormones
may be abnormal in patients with lupus. Some studies
have lound that oestradiol is able to induce or to increase
the translocation of Ro and La antigens. ™ In this wav, the
expression of these intracellular antigens on the cell
membrane could increase the antigenicity ol the cells,
resulting in specific antibody formation to allow the
union between antibodies and antigens, and therelore to
allow the ellector response (antibody-dependent cell-
mediated cyvtotoxicity). Other reports have [ound that
ultraviolet light causes the nuclear and cytoplasmic
translocation of Ro and La towards the plasma membrane
ol the keratinocytes.*!

Sex hormones also influence immune tolerance.
As apoptosis normally [unctions through tolerance or
elimination, autoreactive lvmphocvies may not be
eliminated by this mechanism. Thus, these reactive
lymphocyvies are maintained in patients with a pre-
disposition to autoimmunity.

In SLE reports, chilblains and RP occur more ollen in
female patients. Chilblain is a localized inflammatory
lesion ol the skin resulting [rom an abnormal response
to cold. Pernio most commonly occurs in young lemale
patients, but may occur in older people or in children.™
Chilblain LE is a subtype of LE characterized by
ervithematosus lesions induced by cold, damp climates.
A subset of patients allected by chilblain LE eventually
develops features of SLE. Franceschini e al.”*"" sug-
gested that chilblain LE is associated with anti-Ro
antibodies. Viguier et al,"" in a comparative analvsis of
patients with idiopathic chilblains and patients with
chilblains associated with LE, found that lemale gender
and persistence of lesions outside the cold seasons were
significantly associated with chilblain LE

RP allects most patients who have mixed connective
tissue diseases and it often represents the initial feature
ol the disease. RP is the cutaneous symptom ol a
svstemic vasculopathy that is characterized by intimal
fibrosis and blood vessel obliteration that often leads to
visceral involvement, particularly pulmonary hvpenen-
sion.* Viguier et al'™ found that chilblain LE is
associated with RP, arthralgias and SLE. All these

clinical findings are more common in female patients, as
we found in our studyv.

Differences related to the presence of SLE in men and
female patients with CLE

Few studies have reported particular leatures in men
with SLE. In our series, we lound that in patients who
also had CLE that there was a higher prevalence of SLE
in females than in males. We also found dilferences
between both groups when they were analysed sepa-
rately, However, both male and [emale patients with
SLE had common [eatures. In both male and [emale
patients with CLE who also had SLE, there was a higher
prevalence ol lesions on the legs, and there was a higher
incidence of papulosquamous lesions, malar rash,
photosensitivity, mucous membrane ulcers, vasculitis,
arthralgias, arthritis and sercsitis. However, [emale
patients were more likely to have skin lesions on the
trunk and arms, and they had a higher prevalence of
annular lesions, RP, xerostomia, xerophthalmia and
nephropathy. There were also common laboratory
abnormalities in both male and female patients, such
as a higher prevalence ol lvmphopenia, increased ESR,
presence of rheumatoid factor, ANA, anti-dsDNA and
anti-Ro antibodies and a low C4 level. Female patients
had a higher frequency of anaemia, leucopenia, pro-
teinuria, haematuria, anti-RNP and anti-Sm antibodies,
and low C3 and low CH50 levels.

Several [eatures were more common in patients with
SLE. Many ol these characteristics are actually used as
criteria [or the diagnosis ol SLE. However, other [eatures
not included in these criteria were also more prevalent
in patients with SLE. As we [ound in our series, there are
dilferences related to the presence ol SLE between men
and female patients with CLE. Female patients have a
higher prevalence of clinical and laboratory abnormmal-
ities, thus female patients with CLE should be carelully
monitored because thev may be at risk ol developing
SLE. This dillerence is verv important, particularly with
regard to therapy and prognostic outcome in female
patients with CLE.

Conclusion

Dilferences in the expression of CLE between male and
female patients were lound with respect to the tvpe of
lesions, the systemic features and the immunological
findings. Arthralgias and SLE were common in female
but not in male patients. Our data suggest that female
patients with CLE have a higher prevalence ol RP,
chilblain LE, arthralgias and SLE. Female patients are
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also more likely to have increased ESR, higher ANA and
low complement levels. There are also dillerences related

laboratory features of 32 patients with a review of the
literature, Semin Arthritis Rheum 1989; 18: 189-97.
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Reiteramos aqui la importancia de haber tenido la posibilidad de analizar las
caracteristicas clinicas e inmunoldgicas de un amplio niimero de pacientes (270) afectos
LE, todos ellos con lesiones en la piel y con manifestaciones cutaneas predominantes
(LEC), que consultan inicialmente a una clinica dermatoldgica. Este estudio ha
permitido describir la expresién de la enfermedad en este grupo de pacientes. Algunas de
las evidencias aqui comprobadas son ya conocidas, pero hasta ahora no habian sido
claramente estudiadas las caracteristicas de las manifestaciones sistémicas y de las
alteraciones inmunoldgicas que son mas frecuentes en este grupo de pacientes cuya

primera o principal manifestacion es cutanea.

El estudio I confirma que el LECS, por sus caracteristicas clinicas e inmunolégicas,
puede ser reconocido como subtipo de LE. El LECS difiere del LECC tanto en el curso
como en el pronostico de la enfermedad. Los pacientes con LECS tienen una mayor
prevalencia de lesiones cutaneas en el cuerpo y una mayor frequencia de lesiones
anulares y papuloescamosas, fenomeno de Raynaud, tlceras de las membranas mucosas,
erupcion malar, fotosensibilidad y vasculitis y una menor frecuencia de lesiones
discoideas y alopecia con respecto a los pacientes con LECC. En el grupo de pacientes
con LECS, se observo que las tlceras de membranas mucosas estaban asociadas con los

ANA y anticuerpos anti-DNA, anti-Sm y anti-RNP.
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La identificacion de lesiones inespecificas del LE es importante porque puede
implicar la presencia de enfermedad sistémica. En el estudio I, observamos lesiones
inespecificas tanto en los pacientes con LES como en los pacientes con LEC sin LES.
Sin embargo, las lesiones inespecificas estan claramente asociadas a alteraciones
inmunologicas, lo cual indica un mayor riesgo de desarrollar un LES. En ese sentido,
encontramos una clara asociacién entre vasculitis y anticuerpos ANA y anti-DNA. El
fenomeno de Raynaud se asocid a los ANA y a los anticuerpos anti-Sm y anti-RNP. Las
manifestaciones extracutaneas de los pacientes con LECS son habitualmente moderadas.
Estos pacientes frecuentemente tienen una forma benigna de LES que esta marcada por
sintomas musculoesqueléticos y articulares, con una baja incidencia de nefritis o de
afeccion del sistema nervioso central (Sontheimer, 1989; Chlebus et al., 1998; Black et
al., 2002). En ese sentido, las complicaciones de alto riesgo son raras en el LECS. Asi,
hemos comprobado que, en los pacientes con LECS, las manifestaciones sistémicas mas
frecuentes son articulares. En cambio, las manifestaciones sistémicas en los pacientes

con LECC son infrecuentes.

Los pacientes con enfermedad cutdnea que muestren ademas algunos de los
siguientes signos: artralgias, alteraciones del sedimento urinario o titulos elevados de
ANA, deberian ser monitorizados de forma cuidadosa porque ellos podrian tener un

mayor riesgo de desarrollar un LES (Tebbe et al.,, 1997). En el estudio I, se ha
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demostrado que la fotosensibilidad, las artralgias, la artritis y las alteraciones en el
sedimento urinario son los datos clinicos que contribuyen al diagnostico de LES, tanto
en pacientes con LECS como en los pacientes con LECC. En los pacientes con LECS,
se observé ademas que la alopecia, el fenémeno de Raynaud, las tlceras de membranas
mucosas, la vasculitis y la xerostomia se encuentran con mayor frecuencia en los
pacientes que cumplen criterios de LES. De forma especifica, las artralgias se
asociaron a los ANA y a los anticuerpos anti-DNA y anti-Ro. La artritis estaba asociada
a los ANA y a los anticuerpos anti-DNA. Las alteraciones en el sedimento urinario se

asociaron a los ANA y a los anticuerpos anti-Ro y anti-La.

La naturaleza del LE no es estatica, es dinamica. En _muchas ocasiones las _

caracteristicas de la enfermedad no permanecen fijas en un misma posicion dentro del

espectro del LE. Los pacientes que progresan desde la enfermedad cutanea a la sistémica
tienden a tener sintomas y/o anormalidades del laboratorio que son persistentes. Esto
incluiria la persistencia de artritis, enfermedad cutanea diseminada, VSG elevada, ANA
positivos y/o la presencia de anemia (Callen, 1985). En el estudio I, se observo la
asociacion entre el LES y los ANA, los anticuerpos anti-DNA, anti-Ro, anti-Sm y anti-
RNP.

Los pacientes con LECS tuvieron una mayor prevalencia de anormalidades tanto en

el laboratorio general como en el inmunoldgico, con respecto a los pacientes con LECC.
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En el LECC, diferentes estudios han mostrado que las anormalidades en los
examenes de laboratorio eran mas comunes en pacientes con lesiones cutaneas
generalizadas que en los que tenian lesiones mas bien localizadas (Bielsa et al., 1991;
Callen, 1982). En el estudio I, encontramos que el LECC generalizado estaba asociado
a anemia y a los anticuerpos anti-DNA. En el mismo estudio, observamos en los
pacientes con LECS y LECC, que la leucopenia, linfopenia, ANA y los anticuerpos anti-

DNA y anti-Ro son marcadores de la presencia de LES.

Los ANA son los anticuerpos mas detectados en los pacientes con LE, a menudo
asociados al desarrollo de LES (Ng P et al., 2000). En el estudio I, se comprobo la
asociacion entre los ANA y las artralgias, artritis, alteraciones del sedimento urinario,

xerostomia, LES, vasculitis, ilceras de membranas mucosas y el fenémeno de Raynaud.

Los anticuerpos anti-DNA son generalmente considerados marcadores del LES y a
menudo se correlacionan con la actividad de la enfermedad (Catoggio et al., 1984;
Parodi A et al.,, 2002). También se han encontrado asociaciones con el compromiso
cutaneo, nefropatia, anemia hemolitica y fiebre (Cervera et al., 1993; Forger et al.,
2004). En el estudio I, se demuestra una asociacion entre los anticuerpos anti-DNA y las

artralgias, artritis, vasculitis, ulceras de las membranas mucosas y el LES.
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Los anticuerpos anti-Ro son marcadores caracteristicos del LECS (Sontheimer,
1982), aunque también se pueden presentar en otras patologias pero con menor
frecuencia. En este estudio, se objetivd que los anticuerpos anti-Ro y anti-La estaban
presentes en pacientes con LECS, pero infrecuentemente en pacientes con LECC.
Ademas se encontré una asociacion entre los anticuerpos anti-Ro y la presencia de
artralgias y alteraciones en el sedimento urinario. En un estudio (Franceschini and
Cavazzana; 2005) se observé que los anticuerpos anti-La estaban asociados a la
erupcion malar, lesiones cutaneas subagudas, fotosensibilidad, artritis, serositis,
trombosis y sindrome de Sjogren. En el presente estudio se objetivd ademas una

asociacion entre los anticuerpos anti-La y las alteraciones en el sedimento urinario.

Los anticuerpos anti-RNP han sido encontrados en pacientes con enfermedad mixta
del tejido conectivo y en LES (Sharp et al., 1972; Gilliam and Prystowsky; 1977). En el
presente estudio, se observo una asociacion entre los anticuerpos anti-RNP y la

presencia de ulceras de las membranas mucosas, fendmeno de Raynaud y LES.

Los anticuerpos anti-Sm han sido asociados a vasculitis, enfermedad renal y afeccién
del SNC (Winn and Wolfe, 1979; Winfield et al., 1978). En el estudio I, se comprobé la
asociacion entre los anticuerpos anti-Sm y las ulceras de las membranas mucosas,

fenomeno de Raynaud y LES.
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Las anormalidades del complemento son raras en los pacientes con LECC. Sin
embargo, éstas se presentan en los pacientes con LES. El estudio I permiti6 objetivar
también que los pacientes con LECS tuvieron una mayor prevalencia de disminucion de

los factores de complemento C3 y C4 con respecto a los pacientes con LECC.

En resumen, el estudio I es uno de los estudios comparativos de LEC que incluyen
un mayor niamero de pacientes. En este trabajo no solo se compara el LECS con el
LECC, sino que también se valora la presencia de LES. También se distinguen las
caracteristicas del LECC localizado y del LECC generalizado. El estudio ha permitido
demostrar asociaciones especiales entre las caracteristicas clinicas e inmunologicas en
los pacientes con LECS. Con todo ello se confirma que el LECS puede ser reconocido
como un subtipo especifico de LE, con caracteristicas clinicas e inmunolégicas propias.
El LECS y el LECC difieren claramente en el curso evolutivo y en su pronostico. En
este sentido, el LECS tiene mayor riesgo de cumplir criterios de diagnodstico de LES que
el LECC. Tanto en los pacientes con LECS como en los con LECC, la fotosensibilidad,
las artralgias, la artritis, las alteraciones en el sedimento urinario y la xeroftalmia fueron
los datos clinicos que mas frecuentemente se asociaron al desarrollo de LES. De la
misma forma, la alopecia, el fendmeno de Raynaud, las tlceras de las membranas
mucosas, la vasculitis y la xerostomia fueron los datos clinicos que se asociaron

al LES en los pacientes con LECC. El LECC generalizado se asocio

60



a una mayor prevalencia de fotosensibilidad, paniculitis y LES que el LECC localizado.

Existen numerosos estudios sobre el LES que han tratado de identificar diferencias en
las caracteristicas de la enfermedad segun el género (Miller, 1983; Kaufman et al., 1989;
Viguier et al., 2001; Sthoeger et al., 1987; Font et al., 1993; Ward and Studenski, 1990),
sin embargo este dato ha sido poco estudiado en el LEC. Se ha observado que algunas
personas estan genéticamente predispuestas a desarrollar un LE. Bajo la influencia de
algunos genes, ademas de cambios ambientales, estos pacientes pueden desarrollar
varios sindromes clinicos que cumplen los criterios diagnosticos para LES o LEC,
variables segun el género. En algunos estudios sobre LES (Miller, 1983; Viguier et al.,
2001; Font et al., 1993), la alopecia, perniosis, artralgias, artritis y la erupcion malar han
sido asociadas al género femenino. Al género masculino, han sido asociados Ia
nefropatia, pleuritis, vasculitis y la hepatomegalia (Miller et al., 1983; Kaufman et al.,
1989; Sthoeger et al., 1987). En los estudios realizados sobre LEC, lamentablemente
estas diferencias no han sido remarcadas, lo que dificulta la comparacion de los datos

obtenidos en este estudio con los de otros estudios sobre LEC.

En el estudio II, las lesiones discoideas y la fotosensibilidad son frecuentes tanto
en hombres como en mujeres. Las artralgias, el fenomeno de Raynaud, la perniosis
y el LES fueron mas prevalentes en mujeres que en hombres. En ese sentido, el género

femenino es claramente un factor de susceptibilidad ya que la prevalencia del LES

61



en las mujeres en edad de procrear es 5 a 9 veces mayor que en los hombres.

En este estudio, se observo que los pacientes que tenian LEC y LES presentaban una
mayor prevalencia de lesiones cutaneas en las piernas, lesiones papuloescamosas,
eritema en vespertilio, fotosensibilidad, ulceras en las membranas mucosas, vasculitis,
artralgias, artritis y serositis. Sin embargo, en el género femenino se objetivd ademas
una mayor prevalencia de lesiones en tronco y brazos, lesiones anulares, fenémeno de
Raynaud, xerostomia, xeroftalmia y alteraciones en el sedimento urinario con respecto a
los hombres. También se comprobo que los pacientes que tenian LEC y LES se
caracterizaban por presentar una mayor prevalencia de linfopenia, aumento de VSG,
factor reumatoideo, ANA, anticuerpos anti-DNA y anti-Ro y un bajo nivel de C4. En el
género femenino, se objetivé ademas una mayor prevalencia de anemia, leucopenia,
proteinuria, hematuria, anticuerpos anti-RNP y anti-Sm y bajos niveles de C3 y CH50,

con respecto a los hombres.

Como se ha visto en este estudio, existen varias caracteristicas clinicas que son mas
frecuentes en los pacientes con LEC que ademads tienen un LES. Muchas de estas
caracteristicas forman parte de los criterios clasificatorios del LES. Sin embargo, hay
otras caracteristicas clinicas que no se incluyen en el diagnéstico del LES que también

son frecuentes en este tipo de pacientes. Un ejemplo de ello es el fenomeno de Raynaud
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y la perniosis lupica, que son casi exclusivas de las mujeres.

En general, las mujeres tienen una mayor prevalencia de anormalidades clinicas y del
laboratorio general e inmunolégico. En este sentido, las mujeres con LEC deberian ser
cuidadosamente monitorizadas porque ellas tiene un mayor riesgo de desarrollar un
LES. Esta diferencia es muy importante, particularmente en relacion a la terapia y

pronostico futuro de las pacientes con LEC.
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6. CONCLUSIONES
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Estudio I.

1. En relacién con la afeccion cutdnea, los pacientes con LECS tienen una mayor
prevalencia de lesiones en el cuerpo, lesiones de morfologia anular y papuloescamosa,
fenémeno de Raynaud, ulceras de las membranas mucosas, eritema malar,
fotosensibilidad y vasculitis y una menor frecuencia de lesiones de tipo discoide y

alopecia que los pacientes con LECC.

2. En relacion con la afeccion sistémica, los pacientes con LECS tienen una mayor
prevalencia de artralgias, artritis, xeroftalmia y alteraciones del sedimento urinario que

los pacientes con LECC.

3. Los pacientes con LECS tienen una mayor prevalencia de anormalidades de

laboratorio general e inmunologico que los pacientes con LECC.

4. En los pacientes con LECS, las tulceras de las membranas mucosas se asocian a
ANA, anti-dsDNA, anti-Sm y anti-RNP; la xerostomia se asocia a ANA; la presencia
de artralgias se asocia a ANA, anti-dsDNA y anti-Ro; la artritis se asocia a ANA y anti-

dsDNA; las alteraciones del sedimento urinario se asocian a ANA, anti-Ro y anti-La.
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5. En los pacientes con LEC, la presencia de vasculitis se asocia a ANA y anti-dsDNA;

el fendmeno de Raynaud se asocia a ANA, anti-Sm y anti-RNP.

6. Los pacientes con LECC generalizado tienen una mayor prevalencia de
fotosensibilidad, paniculitis, anemia y anticuerpos anti-DNA que los pacientes con

LECC localizado.

7. Debe sospecharse un elevado riesgo de desarrollar enfermedad sistémica en aquellos
pacientes con LEC que presenten alguno de los siguientes signos: fotosensibilidad,
alopecia, vasculitis, ulceras de las membranas mucosas, xerostomia, artralgias, artritis,
alteraciones en el sedimento urinario, xeroftalmia, leucopenia, linfopenia, ANA, andi-

dsDNA y anti-Ro.

8. Este grupo de pacientes debe seguir una monitorizacion estricta ya que, aunque no
cumplan cuatro o mas criterios para el diagnostico de LES en el momento del debut de
la enfermedad, la afeccion sistémica puede desarrollarse en algin momento del curso

evolutivo de la misma.
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Estudio II.

1. La relacion de LE de predominio cutaneo (LEC) entre mujeres y hombres es de 2:1,
muy diferente de esta relacion en el LES (9:1-5:1). Ello indica que el LEC tiene mayor

prevalencia en hombres que el LES.

2. La frecuencia de los diversos tipos de LEC es similar en ambos sexos, siendo el grupo
mas frecuente el LECC (58,3% en varones y 47,8% en mujeres), seguido del LECS

(34% en varones y 37,6% en mujeres).

3. El LECA, siempre asociado a enfermedad sistémica, es el subtipo de enfermedad
menos observado en este grupo de pacientes (7,8% en varones y 14,6% en mujeres), sin
embargo su frecuencia en mujeres es mucho mas elevada que en varones confirmando el

dato ya conocido del predominio de LES en el sexo femenino.

4. De acuerdo con ello, en esta serie se encuentra que las mujeres tienen una mayor

prevalencia de fenomeno de Raynaud, perniosis, artralgias, ANA, disminucién de C3,

C4 y CH50, con respecto a los hombres.
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5. En cuanto a manifestaciones clinicas destacamos que el fenomeno de Raynaud, la
presencia de telangectasias periungueales y la perniosis lipica son signos casi exclusivos

del género femenino.

6. La presencia de xeroftalmia y xerostomia, como manifestaciones clinicas del

sindrome de Sjogren, se ha encontrado exclusivamente en el sexo femenino.

7. Los signos y sintomas de fotosensibilidad son mas frecuentes en los pacientes con

datos de afeccion sistémica que en los pacientes con enfermedad cutanea aislada, siendo

esta diferencia mayor en varones.

8. Las mujeres con LEC deberian ser cuidadosamente monitorizadas porque ellas

podrian tener un mayor riesgo de desarrollar un LES y un sindrome de Sjogren.
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