KPL-404, a CD40 antagonist, blocked antigen-specific antibody responses in an in vivo NHP model and demonstrated strong PK/PD correlation
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BACKGROUND

Role of CD40-CD40L pathway in adaptive immune cell responses
* Antigen recognition by T-cells in the context of TCR-MHC Il results in upregulation of CD40L by T-cells and increased CD40L-CD40 interaction with Antigen Presenting

Figure 1: Role of CD40-CD40L Pathway in Adaptive Immune Cell Responses

Cells (APCs), which leads to activation of T-cells and APCs and secretion of cytokines. KPL-404
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antibodies and form germinal centers (GC) where B-cells proliferate, differentiate, and undergo isotype class switch and affinity maturation (Figure 1) * Activation and proliferation
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Therapeutic Hypothesis for KPL-404 in Autoimmune Diseases
* KPL-404, a humanized monoclonal IgG4 that targets CD40 and blocks CD40-CD40L interaction, is a potential therapeutic option for autoimmune diseases
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* Dysregulation of the CD40-CD40L pathway has been implicated in multiple autoimmune disease pathologies such as Systemic Lupus Erythematosus, Rheumatoid
Arthritis, Sjogren’s Syndrome and Graves Disease
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* To determine KPL-404 pharmacokinetics and assess KPL-404 efficacy in engaging CD40 target and blocking antigen-specific primary and secondary antibody responses APC

METHODS

StUdy DeS|gn Figure 2: Study Design Figure 3: Flow Cytometric Analysis to Determine KPL-404 TO
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and blocking of antigen-specific primary and secondary antibody responses in a T-cell dependent antibody response model
(even in presence of monkey ADAs to a humanized antibody, which are not unexpected) thus supporting further study of KPL-
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