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3A-ITIOXOTIKEX XXEXZEIX AOMHXE-APAXTIKOTHTAX NEQN XYNOETIKQN
ATAMOPO®QTIKA EYEAIKTQN AIOEPO®QEDOAIIIIAIQON ME TIE MEOOAOYX
COMFA KAI COMSIA
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O peBodoroyiec CoMFA xar CoMSIA epappdotnkav ot diepedvnon g oyéong Sounc-avTIAEIoHAVIOKTG
dpbomng piag oephg ovvbetikdy kvkiobmokateotpévey ofepopocpormidiov. O cvvdvacpdc diodidotorng
Pocpoarookoniog [Mupnvikod Mayvntuikod Zvviovicuod (2D-NMR) pe Mopoki; Moviehonoinon otig tpeig
KoTpeolavég dwotdoelg omodeiyfnke oavektipmto epyaAeio oty epopuoyny outi AOY® NG MEYGANG
Sdpoppwtiknig eveMéiag Tav popiov g oepds. H dtopdpomon kdbe popiov mpoékvye amd po drodikacio
TPOCOPUOYHS TOV uoplokod tov mediov (field-fit) oto medio tov mpotdmov popiov I, yu o omoio vanpyov
dwBéoua dedopéva NMR. Iopampndnke GLUCYETIOUOS TOV GTEPIKAOV, NAEKTPOOTATIKAOV Kol V0pooPikdv
W0TATOV TOV VEOV EVOCEWV PE TNV in vitro ovtileiopaviokn dpdon Katd 300 TPOpACTIYOTOV GTEAEYOV
Leishmania, tov L. infantum kou L. donovani. Ta 6eopntikd anoteAéopato mov TpoEKLYOY VITOSEKVIOLY T
dopikd otorgeia mov eivor vmevBuva yia ™ Proroyky dpdon Twv popiov kar Bo aflomomnBodv katd to
oxedopd VEOV avoroyov pe Bedtiopévo Proroyikd mpoeik. Lo mapdv otddo g perétng pmopei va eEaybel
T0 CVUTEPOCHA OTL givarl TPOTIOTOG oTEPIKOl Kot KOTh devtepo AOYO MAEKTPOGTOTIKOL Ol TAPAYOVIEG TOL
kaBopifouvv v dpactikdtnTo TV VIO eEétaom popiwv. Idwitepa, doo empunkvveton 1 aAkvAK 0Avcido 1660
o woyVpsd avtikeiopaviakd sivar 1o popro. H devtepn domictwon eivar 611 to vd e€étaon popa pe yoiivn
glvon TEPLOCOTEPO SPOOTIKA amMO €KEIVOL OV QPEPOLV OYKMIES Opddeg mov mepihapfavovy mmepdivn 1
UOPPOAIVI] WG VTTOKATAGTOTES.

Figure 1: The conformauun of I, concluded by 2D- NMR experigaents and molecular modelling.
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CoMFA and CoMSIA have been applied to evaluate the antileishmanial activity of a novel synthetic class of
flexible ring substituted ether phospholipids. Modern 2D-NMR spectroscopy and Molecular Modelling proved
to be invaluable tools for this task, since the 3D-conformation of each molecule in the series was concluded by a
field-fit procedure on the template molecule I, the molecule for which experimental NMR data were available. A
correlation was observed between the steric, electrostatic, and hydrophobic properties of the new compounds
with the in vitro antileishmanial activity against two promastigote Leishmania strains, L. infantum and L.
donovani. The obtained results indicate which structural features in the molecules are responsible for biological
activity and will assist in the design of new analogs possessing improved biological profile. From what our
studies have shown so far, it can be concluded that the steric factor is mainly responsible for the increase of the
activity of the test molecules. In particular, the longer the lipophilic alkyl chain of the phospholipid the greater
the antileishmanial activity. Furthermore, it seems that the substitution of choline by groups containing bulkier
substituents, such as morpholine or piperidine does not increase the biological activity of the test molecules.
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