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Predisposing factors
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Psoriasis 1s a Complex Disease

Characteristics

Multigenic predispositior
(1% - 3% of Caucasian
population affected)

Inflammatory
disorder

Lifelong, chronic
relapsing disease

Various clinical
features

Plaque-type psoriasis
most common form

Palmoplantar?

1 4

Joints (PsA)?

Erythrodermic’

Nail psoriasis?

Guttate'

1Garcia-Diez A et al. Dermatology. 2008;216(2):137-151.
2Wilson FC et al. Arthritis Rheum. 2009;61:233-239.
3Griffiths CE et al. Br J Dermatol. 2007;156(2):258-262.



Imunobiologie IMID (,,immune mediated inflammatory diseases*)

Senzitizace

Vyvoj patogennich T-bunék
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Psoriasis Demography Czech Republic
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CD4+ T cell

Dermis




Podle Gottliebové, 2004



Plasmacytoid Dendritic Cell
Activation and Initiate Psoriasis !

— pDCs use Toll-like
receptor (TLR)7 and
TLRO9 to recognise
viral/microbial nucleic
acids in endosomal
compartments

— The antimicrobaial
peptide LL37, a
cathelicidin
overexpressed 1n
psoriatic skin, forms an

I. Lande R, et l, Nyture 200744956401 (o] £




helper
Environment in Psoriasis'”

Inflammation, keratinocyte hyperplasia, neovascularisation,
vasodilatation, T cell/neutrophil influx

1. Gately MK, et al. Annu Rev Immunol. 1998; 16:495-521. 2. Wilson NJ, et al. Nat Immunol. 2007; 8:950-7.  S1/39



Plaques:
Thl and Th17 '
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PN fL-4 IL-22 TGF-J}
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level

1. Austin LM, et al. J Invest Dermatol. 1999;113:752-9. 2. Sabat R, et al. Exp Dermatol. 2007;16:779-98. 3.
Janeway CA, et al. Immunobiology. 5th ed. New York: Garland; 2001. 4. Wilson NJ, et al. Nat Immunol.

2007:;8(9):950-7.5. Kagen MH, et al. Ernst Schering Res Found Workshop. 2006(56):193-209.

6. Lowes MA, et al. J Invest Dermatol. 2008. EPub 2008 Jan 17.
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Inflammatory

Processes 1n the Psoriatic Plaque

L~ Vasodilation
MIG, IP- Neutrophil
10 influx
VEGF T cell inﬂux. |
Neovascularisati
MHC g eratinocyte
Class 11 and
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i activation
VCAM-1

Adapted from: Lowes MA, et al. Dermatol Clin. 2004; 22:349-69, vii.
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Inflammation and Keratinocyte
Hyperplasia in Psoriatic Plaque

Groa “!!u !II’\!!\

118 recruitment |
G-CSF Neovascularis
GM-CS] ation
IL-6 Vasodilatation
PGE2 T cell influx
I{Cfa-t-h‘rgeﬁe—
VCAM-1 hyperplasia

Aggarwal S, Gurney AL. J Leukoc Biol. 2002; 71(1):1-8. S1/28



T-cell Cytokines Stimulate

Keratinocyte Hyperplasia !
Dysregulated KC




and Epidermal Hyperplasia: the
Vicious Cycle of Psoriasis

— Dendritic cells,
lymphocytes, and
keratinocytes
interact in
a "vicious cycle"
to establish and
perpetuate the
inflammatory
phenotype

Nickoloff BJ, et al. J Clin Invest. 2004;113(12):1664-75. S1/33
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Fotochemoterapie - PUVA




Fotochemoterapie - PUVA
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Anti-T-cell strategies

Efalizumab

Eet— Dendritic cell —= S8

' i
Efalizumab—\* {3} A

Efalizumab —// ==

Chimeric monoclonal
anti-CD11a antibody
(e chain of LFA-1)

Alefacept

—— Natural killer cell —

Alefacept —
—CD2

Human LFA-3 fusion
protein

Anticytokine strategies

Anti-interleukin-12 and interleukin-23

Anti-TNF

Infliximab Adalimumab Etanercept Ustekinumab
Interleukin-23 Interleukin-12
p40

pl9 — Y /\\ Y p35

= TNF-a

¥

Human p75 TNF-receptor
Fc fusion protein

Chimeric monoclonal anti-TNF-a Human monoclonal anti-TNF-a Human monoclonal anti-p40 antibody

Nestle FO, Kaplan DH, Barker J.: N Engl J Med. 2009 Jul 30;361(5):496-509




A cytokine and major
mediator of inflammation.

Primarily produced by
macrophages, but also by T
cells, NK cells and mast cells.

Both soluble and membrane-
bound forms of TNF-.ave
biologic activity.

Bradley JR. J Pathol. 2008; 214:149-160.
Knight DM et al. Mol Immunol. 1993: 30(16):1443-1453.



Prognostic biomarkers
Personalized medicine
New molecules

Wide knowledge of genetic background of
psoriasis



TNF-’lays a Central Role 1n the
Pathogenesis of Psoriasis
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Genes and Immunity (2007) 8, 1-12
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