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Insulin to present: the story of peptide therapeutics
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Chemistry as a tool to design value added ligands
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Providing a platform to introduce phamacophores
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Late-stage functionalization of 1,3-diketone macrocycles

O (0] O o N_NIR"
HoN.  RX /i
g N
2-20 mM H 9 ° y O 0
[ \/u€| /(N’{ \/q )\N[ \/‘%NH aqueous H[ \/q /(’([ \)q )\N{ \/qNH aqueous { AH%N%H)\W{N%NW
NqHCO l\?H4Ac R L OL R M oL R N
1 mM pH 8. 5 oH'5.0
H J
F.I((P#4();/3"P,4.8™,%,
¢

LOG(k/K,)

SO,NH,

0 =-0.44+ 0.04

0 1

PK,(H)-pK,(R*)

0.8140.14 1.27+0.26 M-'s

0.99+0.44

1" 0.84+0.20

OH Ner™
N |
k=0.20+0.08M""'s""

v

OY\ - : N= N= N= =
N N 1 1 \ ]
OH NJ—@ H'N:/é, /Né \\’N:/é HO/\/N:é

k=0.22+£0.10 M-'s"

HN N ‘a;
k=0.15+0.06 M-'s" Nfé Y ONS
1 / O

\O/\/o\/\o/\/ N

2021

@ABBH.%oHS(.&L("-$) I"l#t *




Macrocyclization of genetically encoded peptides
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Selection of ligands from functionalized macrocyclic

libraries
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Applications of GE-FBD
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Conclusions and Perspective
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