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Estructura de la piel
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HUMAN SKIN COMPOSITION
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Epidermis:

diferenciacion de los queratinocitos
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Estrato corneo:
corneocitos

Estrato granuloso

Estrato espinoso

Estrato basal
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Ceramidas (50%)
] Esteroles libres
Acidos grasos libres (10-20%)
Colesterol (25%)
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« Proteccidn mecanica
- Barrera frente a pérdida de agua

« Dos compartimentos:
— Corneocitos: ricos en proteinas

— Matriz lipidica extracelular
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Barrera cutanea: FILAGRINA (e e

« Capa granulosa
— Granulos de queratohialina TR
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«  Funcidn
— Formacién de la capa cornea

« Enlaza moléculas de queratina
entre si

« Mutacion del gen de la filagrina:

— 99%b de las poblaciones europeas
estudiadas

— Altisima asociacion con dermatitis
atdpica

— Asociaciéon con asma
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Filagrina

FILament-AGGRegating-protelN

Profilagrina (500 kDa)

\ 4

Mondmeros de filagrina (35 kDa)
Agregan los filamentos de queratina
Filagrina se degrada

— Ac. urocanico, pirrolidoncarboxilico, alanina

=FACTOR NATURAL DE HIDRATACION
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Filagrina : precursora del
Factor Natural de Hidratacion

Profilagrina  (Insoluble)

Filagrina (Soluble)

|

Aminoacidos libres

Histidina Glutamina
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UCA PCA

NMF
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Factor natural de hidratacion

- Retiene agua en la capa cornea

« Mantiene un pH acido
— Defensa antimicrobiana
— Regula
« Actividad de proteasas
 Permeabilidad de |la barrera




dermocomm

Il JORNADA DE DERMOFARMACIA

Actualizando el Mundo de la Dermofarmacia




dermocomm

Il JORNADA DE DERMOFARMACIA

Actualizando el Mundo de la Dermofarmacia




Respuesta
Inmune
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Dermatitis atopica
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Barrera
cutanea
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« Hipotesis inmunologica
— En primer lugar se inflama la piel.
El deterioro de la barrera cutanea es secundario
« Hipotesis de |la barrera cutanea

— En primer lugar hay una barrera alterada.
La inflamacion es secundaria a la entrada de irritantes y alergenos
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FILAGGRIN — dermocormm

Skin Barrier Formation and Hydration QJP'.%(J,AB,A.%EBESQ%ZARWS'A

Filaggrin Eczema
| Expression Risk

0-6x
I |
90% 1-7x
50% 8X
0% 150x
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Mutacion de filagrina: hiperlinealidad palmar
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Defective
skin barrier
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Systemic immune abnormalities

Leads to other allergic diseases
(asthma, allergies)
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Las mutaciones en filagrina
solo estan presentes en el
10-40 % de los pacientes
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Papel de la inflamacion en la dermatitis atopica i i s e
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Interferon-y ————
Physiologic role:
Clearance of intracellular pathogens
Pathologic role:

Interleukin-12

Interleukin-18 \/
+

Autoimmunity

Interferon-y
= |nterleukin-4
Interleukin-5

+
Interleukin-4 —"
Physiologic role:
Clearance of parasitic worms
Pathologic role:

Pinterleuking ¥ . Allergic diseases

Interleukin-5
Interleukin-13
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Stratum corneum
EDC genes: FLG, LOR, LCEs, S100s, SPRRs
Proteases: SCTE (KLK5), SCCE (KLK7)
~ Antiproteases: LEKT1 (lympho-epitheli '1"{"71”‘ {
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B Mast cell i

Dysfunctiona Immune Response

Adaptive Innate

Th2 Cytokines

IL-4,1L-13 “

Barnes. J Allergy Clin
Immunol 2010
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Microbiome barrier TJ complex
' _ == : ! Physical
_ : ~ - barrier
Chemical barrier
(AMPs)
Immunological - 3
barrier Tcells Eos LC/DC Mast cells NK cells
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Dermatitis atopica con deficit de filagrina
(10-40% de los casos)

Inicio precoz
Enfermedad mas grave
Duracion mas prolongada

Peor funcion barrera
- Mayor pérdida de agua

Asociacion:
« Asma
« Alergia alimentaria
 Herpes

- Dermatitis alérgica de contacto
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Healthy skin

o
Allergen\
.

No increased
risk

Asthma in the absence
of atopic dermatitis

Filaggrin-deficient skin
@ .
Allevgen\
— ‘ Impaired skin barrier
> Increased skin-surface pH

Increased allergen priming
Decreased hydration of stratum corneum
Decreased resistance to staphylococcus

dermatitis

Wo. 33

Asthma in the presence
of atopic dermatitis

Asthma
(overall risk)

« )

Irvine AD. NEJM 2011 —
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(S. aureus)

Altered microbiome

Epidermi — ==
Y Keratohyaline granules“"< -
filaggrin, loricrinetc:)
Dermis
7 Antigen presenting cells
(APCs; Langerhans/Dendritic cells)
’ Skin entry y
Circulation (CLA+ Tem/Tem cells) I. N
@ Th21t IL-4,1L-13 }" )/ Detectable sIgEs
T , - y=
Asthma Systemic circulation R 4
Allergic Rhinitis <
Food Allergy (CLA-Tcm/Tem cells)
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La marcha atopica

Aparicion progresiva de diferentes manifestaciones de la atopia

Asma

Alergias alimentarias

Dermatitis atopica
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La piel “sana” también presenta
alteraciones inmunoldgicas dermocorv
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Normal Non-Lesional Lesional
A K16 -
[y —t —_
B Ki67

D Cbite
Suarez-Farinas M.
JACI 2011
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Riesgo cardiovascular en dermatitis atopica %S&E%&Q&éﬁ
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Association between adult atopic dermatitis,
cardiovascular disease, and increased heart attacks in
three population-based studies

J. I. Silverberg'?

'Departments of Dermatology, Preventive Medicine and Medical Social Sciences, Narthwestern University Feinberg School of Medicine;
“Northwestern Medicine Multidisciplinary Eczema Center, Chicago, IL, USA

» NHANES
» flexural eczema in the past year was associated with significantly higher odds
of CAD (P =0.04), heart attack (P < 0.01), and congestive heart failure (P < 0.02),
but not with stroke (P = 0.37), in survey-weighted multivariate logistic regression
models that controlled for socio-demographics, comorbid asthma, and hay fever.

» NHIS 2010 and 2012
» 1-year history of eczema was associated with significantly higher odds of
CAD (P =£0.02), angina (P < 0.02), heart attack (P = 0.047), other heart disease (P < 0.0001),
stroke (P = 0.02), and PVD (<0.0001) in multivariate models.

Allergy 2015; 70: 1300-1308
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Mensaje fundamental

* La piel alterada es puerta de entrada
de alergenos, NO SOLO CUTANEOS.

 UNA BARRERA CUTANEA INTEGRA
PREVIENE LA MARCHA ATOPICA
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Dermatitis atopica écomo se trata?

Tratamiento de
mantenimiento
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VAV

Tan importante es el tratamiento del brote como el del periodo inter-brote
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Una barrera cutanea altera
causa de enfermedades

dermatoldgicas y sistémicas

da es

Los productos hidratantes son
nuestra principal herramienta para
restaurar y mantener la barrera

cutanea
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