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Liraglutide Semaglutide APi3709 APi3710 APi3711 APi3712 APi3713
Bottom 5.517 8.330 4.317 0.3811 -4.510 -1.788
Top 97.85 103.4 88.92 103.8 101.3 103.8
LogIC50 -1.413 -0.3938  0.7315 -0.1778 01793  -0.2439
HillSlope 4.194 2.226 1.931 2118 1.687 2177
1C50 0.03861 04038  5.389 0.6641 0.6618  0.5703
FIG. 1

(57) Abstract: The disclosure described herein provides for enzymatically stable and potent GLP-1 analogs (i.e., derivatives) for the
treatment of metabolic disease or disorder in a subject. In some embodiments, the GLP-1 analog is a derivatized GLP-1 peptide, wherein
the derivatized peptide has 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10 amino acid differences from any one of GLP-1, GLP-1(7-39), GLP-1(7-36),
GLP-1(7-37). In certain embodiments, the GLP-1 analog comprises at least one lysine substituent. The GLP-1 analogs described herein
demonstrate potent receptor binding and extended plasma half-life. A pharmaceutical composition of the GLP-1 analogs is described
herein for the treatment of metabolic disease or disorder in a subject, such as diabetes or obesity.
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