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L1/PD-1 interaction on cells
« Human programmed death-ligand 1 (huPD-L1) plays an important role in down-

regulating the immune system allowing tumour cells to evade destruction and AVAO4 Fc has an affinity of 23.4pM as determined by SPR on Biacore using single cycle
metastasize. This project aims to discover Affimer proteins that block huPD-1/huPD-L1 kinetic analysis. Promega cell based blockade assay confirms the AVAO4 Fc fusion format
binding, preventing immune checkpoint inhibition and so reactivating T cells can block the huPD-L1/PD-1 interaction on cells.
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« Mice dosed intravenously with 5mg/kg or 10mg/kg Affimer Fc or 10mg/kg of ILF XT
formats. Affimers in serum samples were detected by ELISA at multiple time points. ILF
XT and Fc fusion lead AVAO4 Affimer formats demonstrate increased half-life PK in mouse
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' ::‘:::: ‘\AJ. « Lymphocyte Activation Gene-3 (LAG-3) is expressed on activated T cells, NK
M = Rat cells, DCs and B cells. Both the PD-1/PD-L1 and the LAG-3 pathways are
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Affimer XT monomers showed increased half-life up to 38.2 hours in mouse as compared to control Affimer . ) . .
- Half-life extended Affimer proteins generated novel formats which were shown to

maintain binding to their targets, activity in huPD-L1/PD-1 blockade assay, and
100 * XT Monomer Affimers 19 and 42 were tested prolonged half life in vivo
in cynomolgus to generate PK parameters
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