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Introduction:

A

A

Stem Cell Factor (SCF) signaling through cKIT (CD117) plays a key role in mast cell
differentiation and survival, inhibition of this pathway has the potential to treat mast cell-
related disorders

Briguilimab, a humanized aglycosylated monoclonal antibody targeting cKIT, prevents SCF
signaling and can deplete human mast cells. It Is being assessed in clinical trials at doses
from 0.1mg/kg and above. The highest dose (280mg) has been assessed In prior healthy
volunteer trials

Methods:

A Novel mice expressing chimeric CD117, consisting of human extracellular
and murine Intracellular regions of CD117 In place of wild-type mouse
CD117, were generated and are referred to hereasin h mQ@I mi c e O

A The pharmacokinetics and pharmacodynamics of briquilimab were
evaluated in hmCD117 mice using CBC analysis and toluidine blue
staining of tissue sections

A Briquilimab was assessed in a model of IgE-induced passive systemic
anaphylaxis (PSA)

Results:

A Chimeric hmCD117 receptor is responsive to mouse SCF and briquilimab

A Robust mast cell depletion after briquilimab administration was confirmed
with toluidine blue staining of tongue sections

A The pharmacokinetic clearance of briquilimab in the serum was dose
dependent in a nonlinear manner

A Briquilimab administration in hmCD117 mice caused transient or varying
degrees of dose-dependent deviations In peripheral blood counts

A A single 25 mg/kg dose (~2 mg/kg human equivalent dose) two weeks
before PSA challenge prevented severe anaphylactic reaction

Conclusion and future directions:

A Briquilimab effectively depletes mast cells and is well tolerated in
hmCD117 mice

A This study establishes early proof of concept that briquilimab may
be a promising treatment option for mast cell-mediated disorders

A Jasper is opening a phase 1a/2b trial evaluating brigquilimab
activity/effects in patients with chronic spontaneous urticaria
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