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. INTRODUCTION AND OBJECTIVE

Phenotypic and genotypic profiling of Chronic Spontaneous Urticaria (CSU) an IgE-associated disease still is an unmet need. Some of the mechanisms involved
in mast cell activation and the role of the released mast cell mediators in CSU are well known. However the knowledge about the genetic susceptibility and
genes expressed in the wheal and the non lesional skin of CSU patients remain limited. The primary purpose of this study was to identify and characterize
the gene expression profile in lesional (wheal) and non lesional skin in a series of patients suffering from severe CSU.

[ veETHODOLOGY

Twenty patients suffering CSU were studied (14 -70% women and 6-30% man) with a mean age of 51.55 + 15.7 (SD) years [20-81]. The mean duration of
the disease was 4.9 + 9 (SD) years [3m-40y] and the mean UAS 7 was 33.6 [0-42]. The control group showed a ratio female: male of 1:1 (5 women, 5 man)
and the mean age was 27.5 + 5.4 (SD) years. Cutaneous samples were obtained from a new wheal long-lasting 1 to 3 hours and from non-lesional skin.
Gene analysis using Agilent whole human genome oligomicroarrays 8x60v2 (one-color) and a bioinformatics study based in the raw data was performed.
Ingenuity Pathway Analysis (IPA) was used as first step for functional analysis. All results lists were loaded and a core analysis was done.
The following comparisons were addressed: non lesional patient skin vs healthy skin from healthy donor and wheal vs non lesional skin. Given that there
were statistically significant differences in age between patients and healthy controls, the variable age was added to the linear model in order to correct
differences between those groups. This was performed with limma package (Smyth 2004). Based on technical recommendations (adjusted P value of <0.05
and a Log fold change of 1,2 ) and an accurate assessment of the genes up or down regulated according mast cell biology, wheal pathogenesis or urticaria
knowledge, a number of genes were analyzed by quantitative real time PCR (Q-PCR) using Tagman Low Density Array (TLDA) platform. Up and down regulated
genes were included analyses. A set of independent sample also was studied.

B RESULTS

Patient non lesional skin vs Healthy skin from healthy donor
376 transcripts were found to be differentially expressed. An extended list of 799 transcripts was obtained only filtering by an adj.p.value <0.05. 39 genes
were selected based on the adj p values <0.05 and logFC of 1 for validation using qPCR, form those, 31 were confirmed (80%).

Table 1. Some relevant genes confirmed by g-PCR in the comparison of non lesional
skin vs healthy skin

Figure 1. Biological functions corresponding to the genes over or under expressed
in non lesional skin vs healthy skin. Genes that were confirmed by Q-PCR
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Wheal vs Non lesional skin from patients

To detect differences between wheal and healthy skin from patients, two analyses were conducted. In a first approach, an unpaired analysis of all available
samples was performed, finding 713 differentially expressed transcripts (8,140 the extended list before filtering by logFC). The second analysis was performed
on the 9 paired samples, obtaining a total of 700 differentially expressed ids (7,952 the extended list before filtering by logFC). From these two lists, 549
were coincident (78%). 142 genes were checked for confirmation using qPCR, from those, 103 were confirmed (73%).

Table 2. Relevant genes confirmed by q-PCR in the comparison of wheal skin vs

non lesional skin

Figure 2. Biological functions corresponding to the genes over or under expressed
in wheal skin vs non lesional skin. Genes that were confirmed by Q-PCR
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