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Awpopeartikiy avéiven Tov AT, avraymvioti Valsartan pe ) xpiion NMR 890 P29
dwaotacswv kar Yroloyiotukig Xnpeiag. KaBopiopog Oeppoduvapkdv napapitpov
pécw duvapkis aspatookoniag NMR kat npigpmepik@dv vroloyicpdv.
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To Valsartan givan avTidneptaciké @appoko mov avijkel omv katnyopio T@v AT, aviaywvicTdv g
ayyeotacivig II. H mapepmodicpévn nepiotpon Tov apidikod Tov SEGHOL TPOKAAEL TNV EUPAVIcH §V0
dakpitdv dactepeoicopepdv oto easpa 'H NMR. H diapopootiky avéivon tov popiov éyve pe ™m
xp1ion NMR &vo daotacewv kot Yrohoyiotikig Xnpeiag. Eidikdtepa ypnoponomnkav neipapota 2D
ROESY, ywx tov umoloyiopué twv gvdopoplokdv amoctacewv. Ot amootdoelg avtég téfnkav g
TEPIOPIOTIKOL TMOPAYOVIEG YO TNV EDPECT TV EVEPYEINKA EVLVOIKMOV SAHOPOACEWV HE TN Yprion
Yroloyotikiig Xnueiog. INa tov vrokoyioud g erevBepng evépyetog evepyomoinong Gibbs (AG™) ¢
aAAniopetatponiig and ™ pia Stapdpemon oy GAAN anotteitotl 1 Yvoon TV 6Tadep@v TG ToxvTHTOG
m™mg depyaciag avtg. Or otabepég avtég kabopiokav pe peréteg duvopkng gacpatookonioc NMR.
Zvuykekppéva dieEfixbnkav dvodidctata wepdpata pacuatookoniag evodlayig (2D EXSY NMR) oe
Spopetikég Beppokpacies kar Sdpopovg xpovovg piEng. Eeappdotnkav emiong nuiepmeipikoi
VTOAOYIOHOL Yl TNV EVPECT) TWV EVUVOIKAOV EVEPYEIONKA OSOUOPPAOCEMY KAl EYIVE GUYKPION TOV
TEWPAPATIKOV Kat OEOPNTIKOV SLapopdcemv Kabmg Kot Twv Beppuoduvapikdy Toug TapapuéTpov.
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Conformational Analysis of AT, antagonist Valsartan using 2D NMR spectroscopy and
Computational Analysis. Determination of thermodynamic parameters through dynamic
NMR spectroscopy and semi-empirical calculations.
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Valsartan is an antihypertensive drug acting as an angiotensin II type I receptor blocker. Two distinct
conformational diastereoisomers were observed at the 'H NMR spectrum caused by the hindered rotation
of its amide bond. The conformational properties of Valsartan were studied using a combination of 2D
NMR spectroscopy and Computational Analysis. More specifically, intramolecular distances from 2D
ROESY experiments were set as constraints for the calculation of the low energy conformers with the
application of Computational Analysis. In order to estimate the Gibbs free energy of activation (AG") for
the interconversion between the two conformations, it is necessary to know the rate constants of the
equilibrium. These constant rates can be determined by dynamic NMR spectroscopy using 2D EXSY
NMR experiments at different temperatures and various mixing times. Comparative theoretical studies
are under progress using semi-empirical calculations.



