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● La DA afecta a la calidad de vida del paciente de muchas maneras6.

● Se ve afectada negativamente y se hace necesaria una intervención profesional 
desde un abordaje multidisciplinar que intente reducir el impacto negativo de la  
enfermedad6.



DA: comorbilidades7,8

ATÓPICAS7

•	 Asma

•	 Alergias alimentarias

•	 Rinoconjuntivitis

•	 Esofagitis eosinofílica

NO ATÓPICAS8

• Dermatitis 
de contacto alérgica

• Ansiedad y depresión

• Enfermedades 
cardiovasculares

• Enfermedades 
autoinmunitarias

• Infecciones

• Neoplasias



En práctica clínica real el 82% de los 
pacientes adultos con DA tuvieron 

≥1 comorbilidades tipo 29

Dermatitis atópica y comorbilidades10

• Más frecuente en pacientes con DA que sin DA.

• Prevalencia y gravedad aumentan con la gravedad 
de la DA.

• Factores que aumentan el riesgo de DA/comor-
bilidades: gravedad, inicio temprano, polisensibiliza-
ción, persistencia, historia familiar de atopia y muta-
ciones FLG.

Esofagitis eosinofílica11

• Manifestación tardía marcha atópica.

• Pico de incidencia a los 3 años.

• Menos frecuente que AA.

Pacientes adultos9

Rinitis alérgica

Asma

Conjuntivitis alérgica

63%

54%
44%

AA: alergia alimentaria; DA: dermatitis atópica; FLG: gen de la filagrina. 
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LA MARCHA ATÓPICA (I): El proceso12

Marcha atópica. La dermatitis atópica (DA) generalmente se 
desarrolla primero, seguida por la alergia alimentaria mediada 
por IgE, el asma alérgica y la rinitis alérgica. El desarrollo de 
estas tres patologías se correlaciona con la gravedad de la EA 
en la infancia12.
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the view that AD is not merely a disease confined to the skin, but is a systemic disease.
The inflammatory responses induced by AD are manifested by increased production of
type 2 cytokines, such as IL-4, IL-13, IL-25, IL-33, and TSLP [43]. The major characteristics
of these responses are taken over by AA and AR, which manifests the critical feature
mediating the progression of systemic atopy [44].

The etiopathogenesis of atopic march is multifactorial; both the abovementioned
dysregulated immune responses and genetic and environmental factors are implicated
in its progression [9,42]. Because ROS promote tissue inflammation, barrier defects, and
upregulation of genes encoding proinflammatory cytokines, oxidative stress likely con-
tributes to the progression of atopic march [45–47]. The measurement of various markers
for oxidative damage and antioxidants helps to clarify the role of oxidative stress in a
variety of pediatric diseases [39,48]. In previous studies, oxidative stress biomarkers were
determined in samples of blood, urine, nasal lavage fluid, bronchoalveolar lavage fluid,
and exhaled breath condensate (EBC) in children with various allergic conditions [39,49,50].
A summary of these pointe is presented in Figure 5.
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on previous clinical studies that have indicated the linkage of oxidative damage attributable to ROS 
(quantified by measurement of specific biomarkers) to the pathogenesis and progression of these 
atopic diseases. Abbreviations: TSLP, thymic stromal lymphopoietin; IL, interleukin; LMW, low-
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The above results in previous studies likely confirm the hypothesis that sustained 
oxidative stress contributes to atopic march. Considering that increased oxidative stress 
is part of the driving mechanism for chronic inflammation and disease progression and 
exacerbation, targeting oxidative stress with antioxidants might be a logical approach to 
attenuate or halt atopic march [58,70]. Reduction of oxidative burden on these children 
using a variety of nutritional and pharmacological approaches might hold promise for 
this purpose. However, before antioxidative therapy is accepted in clinical practice, it is 
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Figure 5. Multifactorial etiopathogenesis and possible involvement of increased oxidative stress
status in atopic march. The temporal pattern of atopic march is generally from atopic dermatitis
in infancy to gradual development into allergic asthma and allergic rhinitis in childhood. While
its pathogenesis is complex, several essential mechanisms likely underlie atopic march. Oxidative
stress is an imbalance between reactive oxygen species (ROS) generation and antioxidative defense
mechanisms with any excess of the former, resulting in macromolecular damage and dysfunction.
Chronically increased oxidative stress may contribute to the progression, persistence, and exacer-
bation of allergic inflammation, thereby resulting in atopic march. This suggestion is mostly based
on previous clinical studies that have indicated the linkage of oxidative damage attributable to
ROS (quantified by measurement of specific biomarkers) to the pathogenesis and progression of
these atopic diseases. Abbreviations: TSLP, thymic stromal lymphopoietin; IL, interleukin; LMW,
low-molecular-weight.

Herein, we refer to leading articles to investigate the role of oxidative stress in atopic
march. For children with AD, a previous study indicated that patients with AD had signifi-
cantly higher levels of serum malondialdehyde (MDA), a marker of lipid peroxidation, as
compared with healthy controls, in addition to significantly lower levels of antioxidants
such as superoxide dismutase, glutathione peroxidase, catalase, and vitamins A, C, and
E [51]. The oxidative stress biomarkers of urinary 8-hydroxy-2′-deoxyguanosine (8-OHdG,
a marker of oxidative DNA damage), acrolein-lysine (a marker of lipid peroxidation),

La marcha atópica es causada por múltiples 
vías inmunológicas, incluida la exposición a 
alérgenos, contaminantes ambientales, disfun-
ción de la barrera cutánea, inflamación tipo 2 
y estrés oxidativo, que favorecen la progresión 
de la marcha atópica12.

LA MARCHA ATÓPICA (II): Factores causales12



LA MARCHA ATÓPICA (III): Secuencia temporal 
de los principales factores involucrados12

Dermatitis 
atópica infantil

Penetración 
de alérgenos

Rinitis
alérgica

Factores ambientales: 
alérgenos, microbiota.

Las células Th2 circulan 
de vuelta a la piel y 
se distribuyen en el 

intestino, los pulmones 
y la nariz.

Predisposición genética: 
mutación gen de la filagrina*, 

predisposición atópica.
Asma

Alergia
alimentaria

Exacerbación 
dermatitis atópica

Reexposición 
a alérgenos

*Mutación del gen de la filagrina: mutaciones de pérdida de función en el gen de la filagrina.

Sensibilización 
epicutánea

Estimular la respuesta 
inmune innata y promover 

la diferenciación Th2

Inflamación 
tipo 2

Modificadores ambientales: 
exposición a ácaros de polvo, 
pólen, animales y microbiota.



DA: comorbilidades no atópicas8,13-20

Cardiovascular13,14

Los pacientes con DA 
presentan mayor riesgo de: 

• Enfermedad arterial coronaria

• Angina 

• Infarto

• Accidente cerebrovascular

• Enfermedad vascular periférica

Respiratorio17

• Neumonía (+/-)

• Infecciones de vías altas

• Sinusitis

• Amigdalitis Articulaciones15

• Artritis reumatoide

Piel8,18,19

• Dermatitis alérgica de contacto
• Vitíligo
• Alopecia areata
• Infecciones cutáneas

Gastrointestinal15

• Enfermedad inflamatoria 
   intestinal

Ansiedad13 Depresión13 Alteración 
del sueño16

Enfermedades 
autoinmunes13

Neoplasias8,20 Síndrome
metabólico13

DA: dermatitis atópica. DM2: diabetes tipo 2.
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