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Gastrin analogues bind to Cholecystokinin (CCK) receptors which are expressed in 
tumours such as gastroenteropartcreatic, MTC and SCLC. We have chosen analogues 
of Minigastrin to target these receptors in vivo. First generation of peptides showed high 
receptor affinity and good tumour targeting properties, but extremely high kidney uptake 
and retention. A second generation of radiolabelled short-chain analogues missing the 
pentaglutamic acid sequence of [DGIu']minigastrin (MG) revealed considerably reduced 
kidney uptake but retained tumour targeting properties. However, also these derivatives 
showed low stability, leading to rapid degradation in vivo, in an attempt to overcome 
these problems we investigated a third generation of new DOTA-derivatised analogues 
stabilized by cyclisation. 
A small series of DOTA derivatised octapeptides were synthetised replacing Met by Nle 
at Pos 11 and Gly by DLys at Pos 9 of MG allowing cyclisation with DGIu in Pos 1. 
DOTA-cyclo-MG was labelled with ""Ga/^ln with high yields, Nle-analogues showed 
lower amounts of by-products. A high stability in solution and in plasma was in contrast 
to rapid conversion to a stable peptide-metaboKte in kidney and liver hornogenates. 
Initial biodistrtbution studies showed rapid renal excretion and very low unspecific 
retention in most organs for eeGa/'"ln-cyclo-MG comparable to linear MG-derivatives 
with tumour uptake between 2.94±0.56 and 3.34±0.19% 1 h p.i. 
Overall cyclisation of the peptide resulted in an altered metabolic profile, but not in 
improved stability. Tumour uptake values were similar or inferior to previously described 
MG derivatives. The major challenge especially for therapeutic applications seems to be 
stabilisation thereby retaining binding affinity. 
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