Spatial Localization and Functional Role of IL-13Ral Signaling in Atopic Dermatitis
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: Figure 1. IL-13Ra1 expression is increased in AD. A) Representative images of IL-13Ral staining in lesional AD, non-lesional AD, ‘ RHCE
Materia IS a nd MEthOdS and healthy control skin. B) IL-13Ral staining intensity in lesional and non-lesional AD skin and HCs. - P<0.05; ***- P<0.01; "**- PCNX2** DDX60**
P<0.001; AD, atopic dermatitis; L, lesional; NL, non-lesional; HC, healthy control. - P D4*** SRP9*
 |HC was performed on lesional (L) and non-lesional (NL) skin 5 B . GOLGABA* RNF11*
from 14 AD patients and 10 matched healthy controls (HC). DAH (R Jrybtase ) P CD69*
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_ . — - 39° Figure 3. Signaling differences between the type | and Il receptors. A) Differentially expressed
to mast cells and eosinophils. E genes with type | receptor blockade using an anti-common y chain antibody. B) Differentially

* U937 cells were used to evaluate the function of the type | - 9 ot expressed genes with type Il receptor blockade using eblasakimab.
and Il receptors as these cells express both receptors. Dok :
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* Cells were incubated with eblasakimab to block type Il or ‘ e
anti-common y chain to block type | receptors. # 20- * IL-13Ral expression is increased in AD skin and in mast cells and eosinophils,

 After 24 hour incubations, cells were stimulated with vehicle | 15

or a mixture of IL-4 + [L-13 and subjected to RNA sequencing.
 |HC data were quantified using ImageJ Fiji.
* A differential expression analysis was conducted on RNA
sequencing data using the DESeqZ2 package for R.
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— important mediators of allergic inflammation, in AD patients.

: .- _ i NL HC * Type | receptor inhibition with anti-common y chain resulted in increased
MMP9 expression, which is a collagenase that is elevated in AD patients and
may exacerbate inflammation-promoting tissue edema.®’

 Type ll receptor inhibition with eblasakimab resulted in decreased expression

C) IL-13Ral MBP Merge D) of XBP1, which is required for leptin-mediated Th2 survival and cytokine
| production8, and CXCLS, levels of which correlate with AD severity.°
IL-13Ral .
i  These findings suggest that the Type Il receptor, and IL-13Ra 1, play an
Results - *

important role in AD pathogenesis and serve as promising therapeutic targets
for the treatment of this disease.

Lesional AD

 |HC showed increased IL-13Ral staining in L (P<0.001) and NL
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(P=0.045) AD skin compared to HCs (Figure 1). 2 30 References
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upregulation of genes such as MMP9 (P<0.001). Figure 2. Mast cell and eosinophil IL-13Ral expression is increased in AD. A) Representative images of IL-13Ral and tryptase DiSCIOSU res
* Similarly, the type Il receptor blockade with eblasakimab staining in lesional AD, non-lesional AD, and healthy control skin. B) Mast cell IL-13Ra1 staining intensity in lesional and non-

lesional AD skin and HCs. C) Representative images of IL-13Ral and MBP staining in lesional AD, non-lesional AD, and healthy
control skin. D) Eosinophil IL-13Ral staining intensity in lesional and non-lesional AD skin and HCs. *- P<0.05; AD, atopic

* The average IL-13Ral staining intensity of eosinophils was also
increased in L (p=0.024) and NL (P=0.046) AD skin compared to
HCs (Figure 2).
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resulted in suppression of genes such as XBP1 (P<0.001) and
CXCL8 (P=0.046) (Figure 3).
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