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M L Burr, et al on behalf of the British Thoracic Society Research Commiittee.
Asthma prevalence in 1973, 1988 and 2003. Thorax 2006;61:296-299

Asthma criterion or symptom 1973(n=817)  1988(n=965)  2003(n = 1148) Difference 2003-1988(95% Cl)
Asthma ever 55 12.0 27.3 15.2(11.9to 18.5)
Asthma in last 12 months 42 9.1 1564 6.3(3.5t09.1)

Wheeze ever 17.0 223 280 57(20109.3)

Wheeze in last 12 months 9.8 16.2 19.7 45(1.2107.7)

Breathless wheeze ever 9.2 14.0 199 6.0(27109.1)

Wheeze without cold ever 6.6 138 17.8 4.0(0.9t07.1)

Inhaler in last 12 months - 10.1 19.1 9.0 (6.0to0 12.0)

PEFR fell >15% after exercise* 6.7 77 47 -3.0(-52t0-09)

PEFR fell >25% after exercise* 20 4.1 24 -17(33t0-02)

Hay fever/allergic rhinitis ever - 16.0 194 35(0.2106.7)

Eczema ever 4.8 15.9 23.1 7.2(3.8t0 10.6)

PEFR, peak expiratory flow rate.
“n =812, 960 and 1019 12 year old children survey conducted in schools in South Wales in 1973, 1988 and 2003, respectively.
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Holloway JW, Yang IA, Holgate ST. J Allergy Clin Immunol. 2010 Feb:125(2 Suppl 2):S81-94.
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Common loss-of-function variants of the epidermal barrier
protein filaggrin are a major predisposing factor for atopic
dermatitis.

Palmer CN et al.

Nat Genet 2006 March 19

“Filaggrin is a key protein that facilitates terminal differentiation of the epidermis and formation
of the skin barrier. Here we show that two independent loss-of-function genetic variants
(R510X and 2282del4) in the gene encoding filaggrin (FLG) are very strong predisposing
factors for atopic dermatitis. These variants are carried by approximately 9% of people of
European origin. These variants also show highly significant association with asthma occurring
in the context of atopic dermatitis. This work establishes a key role for impaired skin barrier
function in the development of atopic disease.”
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Aileen Sandilands, Ana Terron-Kwiatkowski, Peter R Hull, Gréinne M O'Regan, Timothy H
Clayton, Rosemarie M Watson, Thomas Carrick, Alan T Evans, Haihui Liao, Yiwei Zhao,
Linda E Campbell, Matthias Schmuth, Robert Gruber, Andreas R Janecke, Peter M Elias,
Maurice A M van Steensel, Ivo Nagtzaam, Michel van Geel, Peter M Steijlen, Colin S
Munro, Daniel G Bradley, Colin N A Palmer, Frances J D Smith, W H Irwin McLean & Alan
D Irvine. Nature Genetics May 2007; 39, 650 - 654

Raman Spectroscopy

Raman measurements were performed using the model
3510 Skin Composition Analyzer (River Diagnostics,
Rotterdam, The Netherlands). The instrument is
optimized for rapid in vivo measurements on human skin
and offers an axial spatial resolution of less than 5 pm.
The instrument i a dispersi P and
two different continuous-wave solid state lasers, one
emitting light with a wavelength of 671nm, the other
emitting light with a wavelength of 785nm. Excitation at
785 nm is used to record Raman spectra in the 400-1800
cm-1 spectral range and excitation at 671 nm for
measurements in the 2600-3800 cm-1 range.

The spectrometer is connected to a confocal
measurement stage, which is essentially an inverted
microscope.
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Figure 1. Relative NMF concentration (mean + SD) measured at different SC depths on the
forearm and palm of carriers and non-carriers of a FLG loss of function mutation. Relative NMF
concentration was expressed as the NMF/keratin ratio in arbitrary units.

Sanja Kezic, Patrick M.J.H. Kemperman, et al. J Invest Dermatol 2008
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Breaking the (Un)Sound Barrier: Filaggrin Is a Major Gene for Atopic Dermatitis.
Alan D Irvine and W H Irwin McLean. Journal of Investigative Dermatology (2006)

126, 1200-1202.
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Nature Genetics 38, 399 - 400 (2006)
Skin barrier function and allergic risk
Thomas J Hudson
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Epidermal Barrier Dysfunction in Atopic Dermatitis Journal of Investigative Dermatology (2009) O, 000-000.

doi:10.1038/jid.2009.133
Michael J Cork, Simon G Danby, Yiannis Vasilopoulos, Jonathan Hadgraft, Majella E Lane, Manar Moustafa,
Richard H Guy. Alice L MacGowan, Rachid Tazi-Ahnini and Simon J Ward
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Jing Y, et al. Exp Gerontol 2007; 42: 719-32
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Conventional ultrastructure of mast cell granules in black and white skin. A mast cell of black skin contains
a number of giant granules showing a predominantly amorphous structure (asterisks) or parallelinear
striations (arrows; panel a), while that of white skin contains small granules frequently displaying curved
lamellae (arrow heads) and a central amorphous structure (asterisk). Bar = 0-5 pm.

Sueki H et al. British Journal of Dermatology 2001; 144 : 85-93




Buddenkotte J, Steinhoff M. Allergy. 2010 Jul:65(7):805-21
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J Clin Invest. 2006 May 1; 116(5): 1140-1149.

Th2 cel dominantie en jeuk

Itchy mice: continu jeukende muizen t.g.v. de
afwezigheid van de eiwit Itch, een E3
ubiquitine ligase.

De afwezigheid van ltch leidt tot een Th2 cel
dominant immuunsysteem.

Deyu Fang et al. Dysregulation of T lymphocyte function in itchy mice: a role
for ltch in Th2 differentiation. Nature Immunology, March 2002.




A e
if gy —
R |

The role of histamine H1 and H4 receptors in allergic
inflammation: the search for new antihistamines Maturs Nevarn

Robin L. Thurmond, Erwin W. Gelfand & Paul J. Dunford
Nature Reviews Drug Discovery 7, 41-53 (January 2008)

Histamine receptoren

* H1 receptor: inflammatie, allergie.
* H2 receptor: maagzuursecretie.

* H3 receptor: lichaamsactiviteit regulatie
in CZS

* H4 receptor: immuunregulatie.
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The role of histamine H1 and H4 receptors in allergic
inflammation: the search for new antihistamines

Robin L. Thurmond, Erwin W. Gelfand & Paul J. Dunford
Nature Reviews Drug Discovery 7, 41-53 (January 2008)
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Antidepressiva bij jeuk

* In een lage dosering werkzaam als
anti-jeuk middel

* Tenminste 4 weken proberen
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A cross-section of the skin and the regions sampled by each collection method.
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Grice E. A. et.al. Genome Res. 2008;18:1043-1050

©2008 by Cold Spring Harbor Laboratory Press.
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of OTUs with 297% similarity in five human
subjects
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Thisanalysisrevealed 113
operational taxonomic units
(OTUs; “phylotypes’) at the
level of 97% similarity that
belong to six bacterial
divisions.

Grice E. A. et.al. Genome Res. 2008;18:1043-1050

©2008 by Cold Spring Harbor Laboratory Press.
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Lehrer LI. Nature Rev Microbiol 2004; 2: 727-38

Normal i Asois: dermaitis Prorisss

Gys J de Jongh, Patrick L J M Zeeuwen, Martina Kucharekova, Rolph Pfundt, Pieter G van der
Valk, Willeke Blokx, Aynur Dogan, Pieter S Hiemstra, Peter C van de Kerkhof and Joost
Schalkwijk.Journal of Investigative Dermatology (2005) 125, 1163-1173
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Bieber T. N Engl J Med 2008;358:1483-1494
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= Consider compliance and diagnosis, i therapy has no effect

Darsow U, Wollenberg A, Simon D, Taieb A, Werfel T, Oranje A, Gelmetti C, Svensson A, Deleuran M, Calza AM, Giusti F, Libbe
J, Seidenari S, Ring J; for the European Task Force on Atopic Dermatitis/EADV Eczema Task Force.J Eur Acad Dermatol
Venereol. 2009 Aug 31
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infliximab etanercept adalimumab
FUMARATEN THERAPIE IN NEDERLAND "";’.',"\\ ll Thens o
A4 A\~ N
= FUMARAAT 105 mg « FUMARAAT 215 mg — - _—
samengesteld e.c. samengesteld e.c. Fent Fent Fert
= 30 mg DMF
+ 75mg Ca-MEF * 120 mg DMF
= 95mg Ca-MEF
certolizumab pegol golimumab
Humanized Fy < Human
= DIMETHYLFUMARAAT » PSORINOVO SR {murine CORs) ~‘~‘.::‘;~ g Fv
120 mg T o X,
* 120 mg DMF Fany,
= 120 mg DMF Polyethylene %, Human
alyeal  Fept
Tracey D et a. Pharmacol Ther 2008; 117: 244-79
ADCE by macrophages
or NK calls.

Raja K Sivamani et al. Indian J Dermatol. 2010 Apr-Jun; 55(2): 161-170.

Complerment mediated lysis
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. Birbara CA. The Internet Journal of Rheumatology. 2008 Volume 5 Number 2

Rituximab improves AE symptomsin
association with B-cell depletionin
blood. A, Clinical response within 4
weeks, after 2 rituximab infusions, in
patient 5. B, Time-dependent EASI
reduction after rituximab treatment. P
values of significant differences are
indicated. C, Effect of rituximab on
circulating B-cell (CD20%) numbersin
each of the 6 patients (P 1-6).

Simon D etdl. Allergy 2008; 121: 122.8

Anti-IgE

Reduces
allergic
inflammation
v 3F £ P
- — revents asthma
ETA . - exacerbations and
Reduces reduces symptoms
high-affinity
Binds to free IgE
rediicing receptors.
cell-bound IgE
mlﬂﬂ
Eosinopmis

Effective in astma, not in AD
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