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CO-FORMULATION VS. BIOGEL FORMULATION [1] UROTENSIN II RECEPTOR [2,3]
§ 9 > G protein-coupled receptor
é _ _ O _ »‘ > somatostatin receptor homologue
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S éy > expressed in heart & pancreas
S > intracellular Ca2* mobilization
B-strand fiber fiber network > strong vasoconstricting effect

> involved in renal failure & diabetes
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Templated on our in-house developed amphipathic hexapeptide hydrogel (H-Phe-Gin-Phe-Glin-Phe-Lys-NH,), we Key ligand features o 7 N L

the sustained release of opioid peptides. This prodrug approach offers an elegant solution to the often difficult-
to-control and fast release properties characteristic for traditional co-formulation-based hydrogel platforms. The
work presented here focuses on the implementation of the developed biogel concept in targeting the
urotensin-II receptor (UT-IIR).
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designed a self-assembling hydrogel-drug conjugate platform, termed biogel, with a proof-of-concept for i

LEAD BIOGEL DESIGN [4]
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CONCLUSIONS
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> Unexpectedly, Tyr substitution yielded inactive linear peptide derivatives
P Yy Y PEp REFERENCES
> Proteolytic stabilization is needed to prolong peptide activity and preserve the pharmacophore [1] a) M. Bibian et al., J. Mater. Chem. B. 2015, 3, 759-765; b) C. Martin et al., Med. Chem. Comm.
2016, 7/, 542-549; c) C. Martin et al., J. Med. Chem. 2018, 61, 9784-9789.
. o ] . [2] J. McDonald et al., J. Anesth. 2007, 21, 378-389.
> Increase peptide activity, to compete with the parent peptide [3] a) R. Patacchini et al., Br. J. Pharmacol. 2003, 140, 1155-1158; b) B. E. Maryanoff et al., J. Med.
o o N _ _ _ Chem.2010, 53, 2695-2708.
> Test in vitro activity of the stabilized biogel analogues and their metabolites [4] S. Bandholtz et al., J. Med. Chem. 2016, 59, 10100-10112.
[5] a) D. Chatenet et al., J. Med. Chem. 2006, 49, 7234-7238; b) b) A. Carotenuto et al., J. Med.
> Further Study & Optimize the B_hairpin design Chem. 2014, 57, 5965-5974; c) E. Billard et al., Biochem. Pharmacol. 2017, 144, 100-107; d) J.
Gregorc et al., J. Org. Chem. 2023, 88, 13169-13177.
S Expand the biogel platform to other targets PERSPECTIVES [6] i)eé. (Ziglbo;er;%togzt;/ébi. Med. Chem. 2004, 47, 1652-1662; b) H. B. Zhang et al., Chin. Chem.




	Slide Number 1

