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Isogenica uses diverse (lel3) fully synthetic camelid domain antibody (VHH) libraries for internal and addressed before the start of the development process. Synthetic libraries include design features that reduce
partnered drug discovery. Humanised synthetic libraries offer several advantages over immunisation or the number and type of liabilities thereby reducing the time of drug development. Here we show an improved
the use of naive libraries, including diversity and the speed of clone isolation. During the drug discovery library and functional data on two projects with clones generated from the llamdA library.

process, many clones might meet the desired functional properties but contain liabilities that need to be
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LIBRARY DEVELOPMENT - LIABILITY FREE LIBRARY

Antibodies that enter development must have excellent biophysical and chemical characteristics. Isogenica has built synthetic
libraries using human sequences that have specific sequence liabilities completely removed. The libraries were designed to
be liability free. We are currently increasing the size of the libraries whilst validating hits from initial selections.
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Liabilities reduced or removed from Isogenica’s libraries. Computer simulations of libraries built using NNS or TRIM show Isogenicas’ new design and build technology removes these The CDR3 length distribution from 96 selected clones show a
that most clones contain sequence liabilities. These liabilities need liabilities from the library before screening starts. good distribution of amino acid lengths.

to be ‘fixed” before being taken forward into development.
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Soluble Wnt ligand trigger signalling through Frizzled/LRP5 signalling. CIS display was used to isolate
VHHs that bind to the same epitope as the natural antagonist, DKK1. Unlike anti LRP5/6 IgGs, VHHs do
not cause cross-linking of the receptor and are therefore antagonistic. The selected VHHs could be useful

therapeutics in several indications, e.g. colon cancer. n 15 .
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ANTAGONISTIC VHHS BINDING TO PD-L1 Assessed in Bi- and Tri-specific molecules
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PD-L1 (programmed death-ligand 1) is a transmembrane protein and ligand for PD-1, which is expressed on the surface of activated T-cells. PD-L1
plays a major role in the suppression of the adaptive immune system, allowing tumours to evade immune destruction by “instructing” the T-cells to PDL1_36 6.27nM PD-1/PD-L1 antagonism

leave the tumour cells alone. As a marker of cancer, PD-L1 can be targeted therapeutically through numerous mechanisms. Here we describe the 000007 " o PDL1_36 MM231 1%107-

properties of a representative clone that binds antagonistically to PD-L1 and which, like many VHHs, can be reformatted for different purposes. - PDL1_36 MCF7 8x106-
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