ABSTRACT BI NDI NG MOLECULES The present invention relates to the manufacture
of a diverse repertoire of functional heavy chain-only antibodies that
undergo affinity maturation, and uses thereof. The invention also relates
to the manufacture and use of a diverse repertoire of class-specific heavy
chain-only antibodies and to the manufacture and use of mnultival ent

pol ypeptide conplexes with antibody Reavy chain functionality, preferably
anti body heavy chain binding functionality, constant region effector
activity and, optionally, additional effector functions. The present
invention also relates to a nmet hodag§Tpareration of fully functional heavy
chain-only antibodies in transgeniT mce 1 n response to antigen chall enge.
In particular, the present invention relates to a nmethod for the generation

any class. or mxture of ol asBaNPENG MORECUERSY; On%an expr essi on of fully

functional VH antigen-binding domains. Figure 3
The present invention relates to the manufacture of a diverse repertoire of functional
heavy chain-only antibodies that undergo affinity maturation, and uses thereof. The
invention also relates to the manufacture and use of a diverse repertoire of class-specific
heavy chain-only antibodies and to the manufacture and use of multivalent polypeptide
complexes with antibody heavy chain functionality, preferably antibody heavy chain
binding functionality, constant region effector activity and, optionally, additional effector
functions. The present invention also relates to a method of generation of fully functional
heavy chain-only antibodies in transgenic mice in response to antigen challenge. In
particular, the present invention relates to a method for the generation of human antigen-
specific, high affinity, heavy chain-only antibodies of any class, or mixture of classes and

the isolation and expression of fully functional VH antigen-binding domains.
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