Effect of Rademikibart on Blood Eosinophil Counts in Patients with Asthma: Is there an IL-4Ra Class Effect?

» Introduction

Rademikibart, a next-generation IL-4Ra inhibitor

+ Rademikibart, a mAb and next-generation IL-4Ra inhibitor, blocks IL-4 and IL-13 signaling.!

« In preclinical studies, rademikibart binds with higher affinity to IL-4Ra than another IL-4Ra inhibitor (dupilumab)' and, as reported in
another ATS 2025 poster, interactions with different IL-4Ra epitopes.?

+ Rademikibart inhibits various signaling components, including statistically significantly greater potency in STAT6 assays and greater
downregulation of IL-4 gene expression in human tissue explants in head-to-head experiments with dupilumab.'

+ In a phase 2b asthma trial (CBP-201-WW002; NCT04773678), rademikibart demonstrated rapid and statistically significant
improvements in lung function; improvements gained during the first few hours/days of treatment were sustained through 24-
weeks of rademikibart therapy.® 4

Type 2 asthma and eosinophils

+ Type 2 inflammatory airway disease can be considered as a subset of respiratory conditions characterized by chronic inflammation
driven by type 2 cytokines Z;L—4, IL-5, IL-13) and high serum IgE, FeNO and eosinophil counts.56

+ Hypereosinophilia has been reported during treatment with dupilumab in clinical trials and real-world studies.”° In two phase 3
asthma trials, among patients with >500 eosinophils/pL at baseline, the proportions of patients with the following high post-baseline
eosinophil counts were: 72.4% and 42.5% with >1500 cells/pL, 24.1% and 12.9% with >3000 cells/uL’

+ Cases of dupilumab-associated hypereosinophilia, with potential for organ damage and thromboembolic risk, have been
published; and uncertainty exists regarding the best way to monitor for and manage dupilumab-induced hypereosinophilia.®°

» Objective

To determine whether hypereosinophilia is a class (IL-4Ra inhibitor) effect, we investigated eosinophil data from the global phase
2b trial of rademikibart in adults with uncontrolled moderate-to-severe asthma (CBP-201-WW002; NCT04773678), indirectly
compared with published data from the phase 3 VENTURE and QUEST trials of dupilumab.8’

» Methodology

In this global phase 2b trial, 322 patients were randomized 1:1:1 to rademikibart 150 mg Q2W or 300 mg Q2W (600 mg loading dose) or placebo for
24 weeks (Figure1). Patients were enrolled from April 2021 and completed the study by September 2023.

The primary analysis of the phase 2b trial has been published.? In the current analyses, change from baseline in peripheral eosinophil counts and
adverse event reporting were prespecified endpoints. All other analyses reported here were performed post hoc. All statistics are descriptive.

Figure 1. Study design and key inclusion criteria for the phase 2b trial of rademikibart
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Figure 3. Patient disposition across 24 weeks of treatment
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Rademikibart and placebo were associated with similar proportions of patients with high
eosinophil counts, which were substantially lower than reported for dupilumab

« The proportions of patients with high post-baseline eosinophil counts were comparable in the placebo groups in the current
phase 2b trial of rademikibart (across the 24-week treatment period) and in published phase 3 asthma trials of dupilumab
(VENTURE and QUEST, which had 24-week and 52-week treatment periods, respectively)’8 (Figure 4a and 4b).

+ However, both rademikibart groups (150 mg Q2W and 300 mg Q2W) were associated with substantially lower proportions of
patients experiencing high post-baseline eosinophil counts than with dupilumab in the VENTURE and QUEST studies.” These data
are shown in Figure 4a and 4b for rademikibart 550 mg Q2W and 300 mg Q2W groups combined) and for dupilumab in VENTURE
(300 mg Q2W) and QUEST (combined 200 mg Q2W and 300 mg Q2W), directly compared with placebo.

o Inthe subgroup with 2500 cells/L at baseline (Figure 4a), peak eosinophil counts >1500 cells/uL and >3000 cells/uL were
experienced by 10.0% and 0% of patients treated with rademikibart and by 72.4% and 24.1% (VENTURE) and 42.5% and 12.9%
(QUEST) treated with dupilumab, respectively.

o In the subgroup with <500 cells/pL at baseline (Figure 4b), 11% of patients experienced peak eosinophil counts >1500 cells/pL
during treatment with rademikibart, indirectly compared with 21.6% (VENTURE) and 6.6% (QUEST) treated with dupilumab.

Figure 4. Proportions of patients with high post-baseline eosinophil counts (peak >1500 and >3000 cells/pL)
during treatment with rademikibert, indirectly compared with dupilumab, in patient subgroups with

Rademikibart was associated with reductions in mean eosinophil counts, whereas
published studies demonstrated mean increases with dupilumab

In the published phase 3 VENTURE and QUEST trials of dupilumab, mean increases in eosinophils were reported throughout the 24-
week and 52-week treatment periods, respectively.”® In the dupilumab 300 mg Q2W group in QUEST, mean eosinophils increased
from baseline by between approximately 50% and 120% during 52 weeks of treatment.®

Conversely, mean eosinophil counts decreased by approximately 30% at Week 24 in the rademikibart 300 mg Q2W group (Figures
5 and 6) and median values followed a trend toward small reductions (Figure 7).

In the rademikibart 300 mg Q2W group, 90 patients (83.3%) completed 24 weeks of treatment (Figure 3) and 82 completers at
Week 24 had eosinophil counts (Figure 6). Change in eosinophils was comparable in the overall population (Figure 5) versus
Week 24 completers (not shown).

Figure 5. Effect of rademikibart on change from baseline in mean eosinophil counts
(patients with eosinophil counts at any point during the treatment period)
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Figure 7. Effect of rademikibart on change from baseline in median eosinophil counts
(patients with eosinophil counts at any point during the treatment period)
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Rademikibart was generally well tolerated, with few eosinophilic adverse events

» For the phase 2b asthma trial, overall safety data have been published previously; rademikibart was generally well tolerated in
patients with asthma,® consistent with previous clinical trials of rademikibart therapy for patients with another type 2
inflammatory condition, atopic dermaititis."12

+ In the rademikibart phase 2b asthma trial, no patients (0%) experienced eosinophilia (MedDRA Preferred Term) reported as a
TEAE. Two patients, both in the rademikibart 300 mg group, experienced ‘eosinophil count increased’ (n=2) and ‘eosinophil
percentage increased’ (n=1). Each TEAE was non-serious, Grade 1(mild) in intensity, and did not lead to discontinuation of study
treatment.

+ Thus, 0.9% (2 patients) in the combined rademikibart groups experienced eosinophilic TEAEs, defined as a composite of MedDRA
High-Level Term ‘eosinophilic disorders’, Preferred Term ‘eosinophil count increased’, and on-treatment eosinophil counts >3000

cells/ul (Figure 8).

+ In comparison, 4.1% (52 patients)”® and 13.6% (14 patients)” experienced eosinophilic TEAEs in two published dupilumab phase 3
asthma trials (QUEST and VENTURE, respectively), based on the same definition (Figure 8).

Figure 8. Proportions of patients with reported eosinophilic treatment-emergent adverse events
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IL, interleukin; IL-4Ra, IL-4-receptor alpha; LS, least squares; mAb, monoclonal antibody; OCS, oral corticosteroid; Q2W, every 2 weeks; R, randomized; SE, standard error; TEAE, treatment-emergent adverse event.
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