KPL404, a CD40 antagonist, blocked antigspecific antibody responses in an vivo NHP model and demonstrated strong PK/PD correlation
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BACKGROUND

Role of CDA@DA40L pathway in adaptive immune cell responses
A Antigen recognition by-Eells in the context of TARHC Il results in upregulation of CD40L ells and increased CD4QID4Gnteraction with Antigen Presenting

Figure 1: Role of CD40D40L Pathway in Adaptive Immune Cell Responses
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Therapeutic Hypothesis for KR104 in Autoimmune Diseases
A KPL404, a humanized monoclonal IgG4 that targets CD40 and blocks@D4I. interaction, is a potential therapeutic optiondatoimmune diseases

A Dysregulation of the CD40D40L pathway has been implicated in multiple autoimmune disease pathologies such as Systemigthemat&sus, Rheumatoid
I NIKNAGA&ASY {223aNByQa {&@yRNRBYS IyR DNI}I@Sa 5AaSlI as

* Antibody production
* Formation of GCs
- Differentiation
- Isotype switch (IgM - IgG)

* Activation and maturation - Somatic hypermutation

Objectives * Cytokine secretion (to increase antibody affinity)
A To determine KRE04 pharmacokinetics and assess KP4 efficacy in engaging CD40 target and blocking antgewific primarynd secondary antibody responses APC
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andblockingof antigenspecific primary and secondary antibody responses itallldependent antibody response model
(even in presence of monkey ADAs to a humanégtbody,which are not unexpected) thus supporting further study of KPL
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