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The endothelin (ET) system has been extensively studied over the last several years for its
key role in physiological functions in normal tissue, acting as modulators of vasomotor
tone, tissue differentiation, development, cell proliferation and hormone production and for
its involvement in a variety of pathological conditions such us high blood pressure,
pulmonary hypertension, acute myocardial infarction, congestive heart failure, renal failure
and atherosclerosis. ETs comprise a family of three small peptides (ET-1, ET-2, ET-3) that
exert their activities via specific seven-transmembrane, G-protein coupled receptors. To
date two receptor subtypes, ETo and ETg, have been identified and cloned. Several
literature reports indicate that blocking the ET receptors is a novel and powerful
therapeutic approach for the treatment of the aforementioned diseases. In the last years, our
research group had been involved in the synthesis of novel ligands for endothelin receptors
[1-2].
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Recently Cho et al. reported the synthesis of some thieno[2,3-d|pyrimidine-3-acetic acid
derivatives as a new class of endothelin receptor ligands [3]. We now report the synthesis
of novel thienopyrimidine and pyrrolopyrimidine derivatives as new ligands for endothelin
receptors. Binding assays for the synthesized compounds were performed on recombinant
human endothelin receptors (ETa, and ETgy) expressed in CHO-K1 cells. Complete
binding profile for these new ligands will be reported at the symposium.
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