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Conformational preferences of 2-[(2-hydroxyethyl)sulfanyl]-4-oxo-4-(2,4-diiso-
propylphenyl)-butanoic acid phenylamide. The NMR/MD study

Ilija N. Cvijeti¢, Maja D. Vitorovi¢-Todorovi¢*, Ivan O. Jurani¢**, Branko J. Drakuli¢**
Innovation Center of the Faculty of Chemistry, University of Belgrade,
Studentski Trg 12-16, Belgrad,
*Military-Technical Institute, Ratka Resanovica 1, Belgrade,
**Department of Chemistry-IChTM, University of Belgrade,
Njegoseva 12, Belgrade, Serbia

Title molecule, recently prepared in our laboratory comprises the pharmacophoric pattern of
the BH3 domain inhibitors. Such compounds were extensively studied as the antiproliferative
agents. In this communication we present its conformational preferences in the solvents of
different polarity and HBD/HBA abilities. NOESY spectra of compound were recorded in
DMSO-dgs and CDCl;. NOESY cross-peaks and coupling constants were processed by NAMFIS
analysis and results compared with the conformational assembly and the free-energy surfaces
of compound obtained by molecular dynamics simulations in the corresponding explicit
solvents. Adaptive biasing force was used to map free-energy surfaces. Janocchio program
was used for the NAMFIS analysis, molecular dynamics simulations (30 ns, each) were
performed in NAMD 2.9 using CHARMm?22 force field on the multi-node Linux cluster.
Conformations of the compound were generated by OMEGA program.
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Proucavanje preferentnih konformacija fenilamida 2-[(2-hidroksietil)sul-
fanil]-4-okso-4-(2,4-diizopropilfenil)butanske kiseline simulacijama
molekulske dinamike i NMR spektroskopijom
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Proucavani molekul ima elemente farmakofore inhibitora BH3 domena. Takvi molekuli su
antiproliferativni agensi. U ovoj komunikaciji su predstavljene preferentne konformacije
jedinjenja u rastvaracima razlicite polarnosti i sposobnosti stvaranja vodoni¢nih veza.
Informacije dobijene iz NOESY i "H NMR spektara su poredene sa povréinama potencijalne
energije izracunatim simulacijama molekulske dinamike u razli¢itim eksplicitnim rastvaracima.

49


http://www.hp-see.eu/



