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YIEPOETIKH ANAAYXH NEAX TAEHX ANTIYIIEPTAZIKOQN MOPIQN ME
TON AT1 ANTAT'QNIZXTH LOSARTAN

0. Mavpopodortaxog,’ A. Mority, I1. Movtepeii-Mnvakdaxn,’ I'. Kéxotog’
'EBvic6 Topopa Epevvav, Ivotitovto Opyovikng kar Pappakevticig Xnpeiog
’Epyastipio Opyavikfic Xnpeiog, Tpfuo Xnueiog ITavemotiumo A8nvodv

H vnéproon eivon évag mapdyoviag kivdbvov o omoiog pmopel va €xel coPopés PAOTTIKEG CUVERELEG Yol TNV
vyela. H ohoéva av&avopevn paydaia avartuén g eivor andppoia Tov ayxddovg Plov ko g drartnTikng
ayoyng Tov ovyypovov avBpmmrov. Evag 1pomog KatamoAéunong g VIEPTAONG HECK POPUOKEVTIKNG OY®YNC
givar n enépPfacn otV TOPAYOYN TNG OYYELOGLOTAATIKNG oppdvng Ayyewrtacivng II n omola emrvyydveton
kOpiw ©10 ovotnua pevivig-ayyewotacivig. H mpoofyyion vt 0dMynce OTOVG AVACTOAELS TOL
QYYEOUETOTPENTIKOD €VEDHOV, pion €mTUYXR QOPUOKEVLTIKY) TAEN mpoidviwv. Ot mapevépyeleg Oumg mov
TPOKAAOVV TO PAppaKo avtd kabiotd avaykaio T cvvleon kawvotopwv tpoidviav. Ot AT1 aviaywviotég eivon
1N MO ovyxpovn TAEN QUPUOKELTIKOV popiov Ta omoia aviayovifoviar Tt dpdomn G MERTISOPUOVNG
Ayyeotacivny I otov AT1 vrodoyéa. Ta popa avtd pe xdpo aviimpdéowmo to LOSARTAN (COZAAR)
ppovvtar o C-telkd tpunqpa g Ayyewotaciving II. Me Bdon to LOSARTAN oyedidctnke oepd popiov o
onoio Sopkd Srapépovv omd avtd, TaPOVGIALOVY OPWOG CTEPEONAEKTPOVIOKEG OUOLOTNTEG HE TO QAPHAKOPOpO.
tov tpipata. Ol GTEPEONAEKTPOVIKEG GVTEG OUOLOTNTEG Ovygvevovior pe vrepbeTikés pEAETEG MOTE va
o0dnynbovpe pécw opBoroyikod cxedlocpod e HOPLL TO, OTOI0, VO VIEPEYOLY GE QUPUAKOKIVITIKEG 110TNTEG
ovykpuitkéd pe to LOSARTAN. Xty nopovoa epyacic HEAETOVIOL Ol SOPEC TOV PAIVOVIOL GTO MAPUKATM
GYTHQL.
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SUPERIMPOSITION ANALYSIS OF A NEW CLASS OF ANTIHYPERTENSIVE
MOLECULES WITH THE AT1 ANTAGONIST LOSARTAN
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Hypertension is a risk factor which can cause serious health problems. Currently hypertension is growing
significantly due to the stressful lifestyle and diet of modern human societies. An approach of treating
hypertension is to apply pharmaceutical products that act by preventing the formation of Angiotensin II, a
vasoconstrictive peptide hormone in the Renin System. This approach leads to beneficial drugs, the ACE
inhibitors. However, due to their side effects, the research activity has been oriented to generate AT1 antagonists
that directly block the action of Angiotensin II to AT1 receptor. In particular,.this new class of molecules was
designed to mimick the C-terminal part of Angiotensin II. Losartan (COZAAR) is the prototype of the new class
of molecules. Based on the losartan structure, new molecules were designed which are characterized by different
structures but similar stereoelectronic properties with its pharmacophoric segments. To confirm the
stereolectronic similarities of the new molecules with losartan superimposition studies are performed. These
studies are aimed at the design of novel analogues possessing improved pharmacokinetic properties. In this work
we study the structures depicted in the scheme above.
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