Generation of Molecular Diversity from Amino Acids. A Source for the
Discovery of New TRP Channel Modulators

MT. Aranda,® P. Pérez-Faginas,® S. Quirce,b R. de la Torre Martinez,” A. Fernémdez—Carvajal,b L.
Infantes,® MJ. Pérez de Vega,” M. Martin-Martinez, MT. Garcia-Lopez,* JM. Gonzélez-Ros,” A. Ferrer-
Montiel,® R. Gonzélez-Mufiiz*

 Instituto de Quimica Médica (IQM-CSIC), Juan de la Cierva 3, 28006 Madrid, Spain
® IBMC, Universidad Miguel Hernandez, Avda. Torregaitan s/n, 03202 Elche, Spain
¢ Instituto de Quimica Fisica Rocasolano (IQFR-CSIC), Serrano 119, 28006 Madrid, Spain

Ion channels are central and challenging targets in medicinal chemistry but, because of
the scarce structural knowledge, rational approaches to ion channel modulators are still
rare. Moreover, the multimodal activation of some channels, like TRPs, complicates
still more the scenario for rational discovery programs." Due to these facts, most
strategies directed to identify ion channel modulators rely on the screening of peptide
and small-molecule libraries.

In this context, we have been involved in the development of synthetic pathways for the
generation of diverse, chiral, highly functionalized linear and heterocyclic scaffolds
from amino acids, and in the production of discrete libraries from them.

The screening of these libraries on different TRP channels has allowed the discovery of
some innovative hits that have progressed to hit-to-lead optimization programs. This
communication will deal with the synthesis,” structural characterization, and biological
evaluation of a collection of f,y—diaminoester derivatives that display significant
activity at TRPV1, TRPMS8 and TRPA1 channels. Compound RGMO04-7, a selective
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