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Introduction

« Affimer® proteins are based on the human protease inhibitor, Stefin A.

Formatting options

« Multiple Affimer® molecules can be covalently linked into a single protein: characteristics can be retained

- - ) . - « Affimer® molecules exhibit tumour localisation in mice similar to that seen for commercial antibodies.
and productivity of the resulting protein remains high.

Affimer® molecules may also be engineered to have distinct clearance compared to antibodies which has

« Loops may be inserted in the positions shown: these have the potential to potential benefit in certain clinical settings.

bind target proteins with high affinity and high specificity. Insertions
eliminate normal biological activity.

« Linking repeat units enables modification of avidity. When an Affimer® is included which binds albumin, PK
properties may be modulated.

Affimer® molecules (both Fc-linked and with PK-extending engineering) have shown activity in multiple in
« Incorporation of Affimer® molecules to different targets allows simple generation of multi-specific vivo tumour growth inhibition studies.

« Stefin Awas selected as a scaffold as it is sufficiently stable to constrain a molecules.

broad range of inserted peptides, and flexible enough that folding is not
affected by the inserted peptides.
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In-line fusion proteins representation
« Stefin Ais highly stable, has no post-translational modifications and can be w0

produced at high levels in E.coli or mammalian cells. @ '%%ﬁ-‘r%h 7
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Affimer® molecules may be linked to cytokines or
ically active proteins
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- Stefin Ais 11kDa, increasing to around 14kDa when Affimer®
loops are present. This compares to 150kDa for an IgG antibody,
and provides potential benefits for tissue penetration and
clearance from the body.
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« Production of multiple Affimer® molecules linked in series gram in mice bearing subcutaneous A375 tumours.

provides opportunities to generate multi-specific proteins and to
modify pharmacokinetic properties.

Tumour microenvironment activated conjugates:
TMACs
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Generation of Affimer® libraries and selections

« Libraries have been generated with all structural liabilities eliminated, no bias in amino acid distribution
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phage which remain bound are eluted and

be expressed on the surface of mesenchymal
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