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Figure 4. BLU-808 inhibits activation of human-derived CD34" mast cells Figure 6. In an exposure-dependent manner, BLU-808 can decrease mast cell number after 7 days

KIT is a transmembrane receptor tyrosine kinase, which plays important roles in mast cell differentiation,

of dosing in rats

Inhibition of SCF-mediated histamine release in mice
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* Cell assays to measure KIT-dependent proliferation and SCF-mediated KIT phosphorylation were used to N
assess potency WT KIT phosphorylation assay Human-derived CD34+ mast cell

» Selectivity against the structurally related kinases platelet-derived growth factor receptor alpha/beta (PDGFRA/B), (M-07e pKIT) IC, (nM) aCtivatiZ?(;feS:go(%?g?’ e(’r::\';sce""'ar
FMS-like tyrosine kinase 3 (FLT3), and colony stimulating factor 1 receptor (CSF1R), as well as the broader »
Kinome was assessed by Kinomescan

* Inhibition of degranulation was evaluated in human-derived mast cells and in an in vivo rodent histamine release model
* Inhibition of asthma-like symptom was assessed in a rodent ovalbumin-induced asthma model

Human-derived CD34+ mast cell
activation assay (CD63 extracellular
expression) IC_ (nM)

Tongue: Muscular center at high magnification, toluidine blue staining
* Cetirizine is an antihistamine that competes with histamine for binding to cells but does not affect degranulation
in mast cells at lower concentrations™

* Mast cells were labeled with Avidin.488 to visualize degranulation. Following stimulation with immunoglobulin E
(IgE) and anti-IgE, the green fluorescence indicates that degranulation occurred in mast cells treated with vehicle
and 5 yM cetirizine. BLU-808 inhibited degranulation and reduced fluorescence intensity (Figure 5)

 BLU-808 was administered for 7 days at different specific doses in rats. Mast cells were quantified by toluidine blue
staining and showed a dose-dependent reduction in the haired skin (Figure 6A) and tongue (Figure 6B). Representative
images are shown in Figures 6C & 6D

* Human-derived CD34+ mast cell activation (CD63 expression assay) correlated with cellular WT KIT assays
(Figure 3)
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