178 MJUTEINS OF TEAR LI POCALI N AND METHODS FOR OBTAI NI NG THE SAME Abstract
The present invention relates to a nutein of human tear |ipocalin having
detectabl e binding affinity to a givéﬁgnon-natural i gand of human tear
i pocalin, wherein at | east one of the cysteine residues at sequence

posi ti f i I i t\yre human
Poar | BRI e tEaR ko LIS ANERIE SRS TRE HHERR VG i B or o
at least 12, 14, or 16 nutated am no acid residues are present at any of

t he sequence positions 26-34, 56-58, 80, 83, 104-106, and 108 of the |inear
pol ypepti de sequence of mature hunaAb$t&gt | i pocalin, wherein the
non-natural ligand is VEG-F or a fragnent thereof The invention also refers
to a correspondi ng nucleic acid nol ecul e encoding such a nutein and to a
nmet hod Therprédeat easticat tetates (bhemunsne of homah wedr hpocalaf kaving detectatdt badlidgr

pr oduci .such a nutein. Fipally he invention is directed to a

phar rra@gfgftlwc%ﬂ a@bwao%an%waggﬁﬂﬁ 91[ REMaR, 4Rt AINOFH YL ayeReipn At 3?% gee Réthe as to

vari ougyus®s r&fidddd&t SHuh& postiidhs 64 and 153 of the linear polypeptide sequence of the

mature human tear lipocalin has been mutated to any other amino acid residue and wherein at
least 12, 14, or 16 mutated amino acid residues are present at any of the sequence positions
26-34, 56-58, 80, 83, 104-106, and 108 of the linear polypeptide sequence of mature human
tear lipocalin, wherein the non-natural ligand is VEGF or a fragment thereof. The invention
also refers to a corresponding nucleic acid molecule encoding such a mutein and to a method
for its generation. The invention further refers to a method for producing such a mutein.
Finally, the invention is directed to a pharmaceutical composition comprising such a lipocalin

mutein as well as to various uses of the mutein.
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