ENG NEERED RABBI T ANTI BODY VARI ABLE DOMAI NS AND USES THEREOF Abstract The
present invention relates to nmethods for screening and producing

pol ypepfides that immunospecifically bind to an antigen, which :

pol ypepti des conprise binding domains that are derived fromrabbit

i mmunogl obulin. Using rabbit antibody heavy-chain or |ight-chain scaffolds,
the nmethods of the invention allow identification of novel CDR | oops and
framework regions that confer enhanced stability and/or affinity to

i sol ated i EMGINGERBDIRABBATANTIBO DIOVRRIABLE DORAINS ANMRUSES SlHEREGF t 0 t hose
derived fromrodent antibodies. The enhanced stability and/or affinity of

the variabl e domains of the invention permt their use in the production
research tools or therapeutic i nmunesgegtfic pol ypepfides, including single
dormai n i mmunospeci fic pol ypeptides, i.e., conprising one of a Vry or VL
domain. (No suitable figure)

The present invention relates to methods for screening and producing polypeptides that

immunospecifically bind to an antigen, which : polypeptides comprise binding domains
that are derived from rabbit immunoglobulin. Using rabbit antibody heavy-chain or light-
chain scaffolds, the methods of the invention allow identification of novel CDR loops and
framework regions that confer enhanced stability and/or affinity to isolated
immunaoglobulin variable domains, in particutar, relative to those derived from rodent
antibodies. The enhanced stability and/or affinity of the variable domains of the invention
permit their use in the production research tools or therapeutic immunospecific
polypeptides, including single domain immunospecific polypeptides, i.e., comprising one

of a Vy or V_ domain.

(No suitable figure)

87



