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L-363,301 potent somatostatin agonist

Hirschmann, R.; Nicolau, K. C et al. J. Am. Chem. Soc., 1993, 115, 12550

GLYCIDIC SCAFFOLDS
& Combinatorial Approach
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Sugar Amineacids as Glyeidic Scaffolds
for the Synthesis of Peptidomimetics
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A second cycle
constrains the conformation
and makes the scaffold ORIGINAL!

How to create a second cycle?
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How to create a second cycle?
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Luca De Gioia

Minimized structures of 36-S and 36-R
from D-arabinose

MM+ force field optimised with short MD runs (10 ps)
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RGD rigid loop

derived from confor mationally constrained
aminoacidic glycomimetic

Sugar b- turn
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EXTRACELLULAR
MATRIX GLYCOPROTEINS
(eg. Fibrinogen, fibronectin,
vitronectin, VCAM -1)

RGD = Arg-Gly-Asp
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EXTRACELLULAR
MATRIX GLYCOPROTEINS
(eg. Fibrinogen, fibronectin,
vitronectin, VCAM -1)

Antagonist

RGD = Arg-Gly-Asp
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D-Tyr(l-125)

High affinity and selectivity for a b5 integrins
(50% inhibition at 40 nM)

Phar macokinetics (vs non glycosylated analog)

conc. in blood 3.59+0.35vs 1.72 + 0.44 % |D/g at 10 min post injection
uptakein liver: 2.59+0.24 vs 21.96 + 2.78 %1D/g at 10 min p.i.
accumulation in the tumor: 3.05+0.31 vs 0.92 + 0.16 % ID/g at 240 min

Humbner et al, Journal Nuclear Medicine, 2001, 42, 326-336
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Sugar-aminoacids (SAAs) from fructose
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Stereoselection inthe Grignard reaction
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Our idea
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F. Peri, A. Deutman, B. La Ferla, F. Nicotra, Chem. Commun. 2002, 1504
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