ePoster |ID: R058
Briquilimab Potently Inhibits Stem Cell Factor (SCF)/c-Kit Signaling and Mast Cell (MC) Degranulation and Survival
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y J Figure 2. In cultured human MCs, briquilimab inhibits (A) IgE/a-IgE mediated MC degranulation more potently than JSP084 and Imatinib, and (B) MC survival more potently than JSP084. 10-7 M briquilimab inhibited MC survival, whereas the same concentration of JSP084 did not significantly

decrease MC survival. Even at briquilimab concentrations that did not inhibit MC survival (10-8 and 10-9 M), briquilimab at these concentrations inhibited (A) MC degranulation and (C) MC cytokine release following IgE/a-IgE stimulation. The representative data are shown as mean + SD from two
to three independent experiments.

Briquilimab blocks Briquilimab blocks

A SCF/C—KitsignaIingl;. Stem Cell Factor (SCF) . PY SCF/c-KitsignaIing. i . ADCC CDC
w‘jf,{; : » Tf cKﬁ*‘? rﬁ . A . FcyR-mediated MC Degranulation B 200000 — C -
9 =3 MC-IFN - ad lement HS - P
4 60\}“ \ / AP O R \ / FeeRl 0 Sn e Y 150000 — —e— Briquilimab Complement HS - Pro G
635\3 \ X 3 ._ . 3 X 4 B MC + IFNy & $ s ‘ = Complement HS + Pro G
N Signialing Briquilimab S Signialing Briquilimab Signialing E 60 4 100000 —§ } a - WT FC 1 5 4 ® Heat Inactivated HS - Pro G
>E< +Allergen I >!< £ § —o— DLE Fc — . m Heat Inactivated HS + Pro G
! el ; ! o g 50000~ X
Degranulation Cell Survival * Cell Survival + © 40 — uo’ ‘;
:'E Q@ 8000 - 2 1.0
£ = +o
8 0] S 6000 - =
Briquilimab-Mediated Mast Cell Briquilimab-Mediated o -
Inhibition of Degranulation Mast Cell Apoptosis 5 4000 = 0 5
Q ® SCF ® ® SCF Il .
B . o Qg 2000 —
co0e o
c-Kit TT FcyRI ~ E’f i .‘T FcyRI "f“f SCF + + + + + + 0 +——T— T T T 1 0 0 _
R mmune Complex ‘3 12 4011 -10 -9 -8 7 -6 .
Fechl @C\Q\ STONZN s e 6@@\ @I o % P2 IgE + a-lgE - N _ - ] _ 1012 10" 101 10° 10% 107 10 0 10 50 100
J AP J ¢ ,)F CRIA Antibody - - Isotype Briquilimab WT DLE Ab Concentration (M) L
Signaling 4~ Signaling 47 control Fc Fc Brqu|I|mab (Mglml)
| >f Figure 3. Briquilimab does not induce (A) FcyR-mediated degranulation of MCs, (B) ADCC, or (C) CDC. In contrast, WT Fc (identical to briquilimab except with wild-type N297 Fc) and DLE Fc (identical to briquilimab except with N297 and S239D/A330L/I332E leading to increased affinity to FcgR)
_ <Degranulation Degranulation exhibited (A) FcyR-mediated degranulation of MC, and (B) ADCC activity. The representative data are shown as mean = SD from two to three independent experiments.
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» Briquilimab via direct blocking of SCF binding to c-Kit, inhibits MC degranulation and survival more potently than JSP084, which blocks c-Kit dimerization
* Briquilimab, through the N297Q modification, does not induce FcyR mediated MC degranulation, ADCC, and CDC

Figure 1. (A) The SCF/c-Kit pathway is essential for mast cell activation/degranulation and survival. Inhibiting SCF/  Jasper is actively enrolling in a phase 1b/2a trial evaluating briquilimab in participants with chronic spontaneous urticaria, (BEACON trial, NCT06162728) and a phase 1b/2a in participants with chronic inducible urticaria

c-Kit signaling by briquilimab prevents MC degranulation and induces mast cell apoptosis. (B) The engagement of (SPOTLIGHT trial, NCT06353971) and will commence enrolling participants for the proof-of-concept Phase 1b/2a asthma challenge study evaluating briquilimab in asthma
MCs by immunoglobulins with intact Fc through FcyRs induces MC degranulation. Aglycosylated briquilimab (N297Q)

cannot bind to FcyRs and thus does not induce FcyR/IgG immune complex-mediated MC degranulation.



