First-in-human Study of THB335, an Oral Small Molecule Inhibitor of Wild Type KIT Receptor Tyrosine Kinase:
Initial Safety, Pharmacokinetics (PK), and Pharmacodynamics (PD) Results from Single Ascending and Multiple Ascending Dose Cohorts
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INTRODUCTION

« Mast cells play a central role in allergic diseases and are increasingly linked to other immune-mediated
conditions. The short-term activation, long-term proliferation, and survival of mast cells depend upon
KIT (CD117) signhaling. The inhibition of KIT signaling holds therapeutic potential for mast-cell driven
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» 5 cohorts with THB335 doses ranging from 21 mg to 205 mg

« Part 2: multiple ascending doses (MAD)
» 4 cohorts with THB335 doses ranging from 21 mg to 164 mg, administered once daily over 14 days

Tryptase values below lower limit of quantification (LLOQ; 1Tng/mL) were imputed at O ng/mlL.

Figure excludes values for two samples at Day 14 that were apparently switched between participants and 1sample after discontinuation of 1subject after day 3 with unrelated
hypertension.
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