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(54) Title: GLUCAGON/GLP-1/GIP TRI-AGONISTS AND THEIR ASSOCIATED PRODRUGS

MBX 4244: YXQGTFTSDYSIBLDKZAQXAFIEYLLEGGPSSGAPPPS-amide
X=Aib, B= (aMe)Leu, 2= K(OEG-OEG-yE-COC18H36CO2H)

MBX 4244: LLY3437943

% MBX 4244
HGeaR hGLP-1R HGIPR
wfa sl us) 2 | 12 : /191214 | 12/s | 12j19 |i2/19] 32719 frafuslazfs
4288 1143437943 100 | 100 | 100 | 100 | 100 [100 100 | 100 | 100 { 100 | 100 100 100 |100|100
4301 Val23, Gindd, Trp2zs | 73 113 66 | 92 |155 153 | 117 1162} 123 197 {115]144
1318 Tyri8, Val23, Gind4, Trp25 62 |157) 88 | T i1 87 8212|9476
B2 sy, Tyrl8, Val23, Gin24, Trp2s 41|85 1551 187 108 208
43201 Hist, His3, Tyrig, Vai23, Gin24, Trp2S 1441228 1221118 1221 19
a8 isovall3, Va2, G4, Tpzs | 7 3 104
432 ale Pheld, Vai23,Glndd, Trp25 | 31 108 83
Fig. 9D

(57) Abstract: Peptides that exhibit glucagon, GIP and GLP-1 receptor agonist activity are provided as well as prodrug derivative
thereof. Pharmaceutical compositions comprising such peptides and therapeutic methods of using such peptides are also provided.
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