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Tov ®eBpoudpio Tou 1989 aro Gordon Conference e avTIKEIHEVO TNV
nenTidopuovn AyyeloTevaivn Kal To ouotnua Pevivng - AyyeloTtevaivng oTo Los
Angeles oTic HIMA, avakolvwBnke ano Tnv dapuakeuTikn ETaipia Dupont 0TI o
NPWTOG KN NENTIBIKOG avaoToAEag TNG AyyeloTevaivng ATav Ndn o€ KAIVIKN
dokiun. MenTIdIKOI AVTAYWVIOTEG, ONWG N ZapiAecivn Kal n Zapalacivn, gixav
anoTUxel va yivouv gapuaka Aoyw akpiBwe TnG nenTidIkhG Twv @UoNG, n onoia Ta
kaBioToUoe aoTadr Aoyw TNG udpodAuoNnG TWV NENTIOIKWY JECUWYV. Z€ EKEIVO TO
SUVEDPIO avakoIvwlnke yia npwTn gopd n AolapTdvn yia va akoAoubroouv
AAAEG OKTW ZapTAVEG PEXPI ONKEPA Ol OMOIEG ANOTEAOUV TN VED YEVIA
avTIUNEPTACIK®Y. H avakoivwan yia Tnv npwTn ZapTavn ATav To ENICTEYACHd
HI1aG EPEUVNTIKAC NPoonadeiag NOAA®Y JEKAETIOV AP’ OTOU €iXe avakaAu@Bei kal
avagepBei atnv BIBAloypagia npiv 80 Xpovia nepinou 1o ouoTnua Pevivng -
AyyeioTevaivn gav To unguBuvo yia Tn pubuion Tng ApTnplaknig Mieong. =Tabuoi
AuTAG TNG HakpoXpoviag npoondBeiag noav n avakaiuwn Tng KantonpiAng
(KanoTév) and Tov M. Ondetti To 1975 kal Tng AoocapTavng (Kozzar) and Tov
Timmermans 10 1989.

S€ aQuTh TNV avakoivwaon ava@EépovTal Ta onUavTIKOTEPa Kal KUpia atadia Tng
nopeiag A&lonoinong Tng NavenioTnuiakng ‘Epguvag oto MavenioTrpio NMatpwv oTo
SUoTnua Pevivng - AyyeioTevaivng kal €I0IKOTEPA oToV =xedIAouo, AvakaAuwn Kal
EpyaoTtnpiakn ZuvBeon Tng dIKNAG Kag =aptavng, Tng EAcaptavng (EANGG +
SapTavn). SUVONTIKA Ta KUpia otadia sival: 1) To MNenTidio (EpyaAeio), 2) H
Alapoppwaon (Mnxaviopocg), 3) To KukAiko MenTidio (Mpddpopo Mpoiov), 4)
MiunTng (To Mpoidv). =TV avakoivwaon avaeEpovTal ENiong Ta oTpaTnyika
BnuaTa Ta onoia odnynoav aTnv €NEvducon yia aglonoinon Tng BAcikng £€peuvag,
kal n onoia enévduan odnynoe otnv cuotaon TnG ELDRUG, TexvoBAacTolU YWNARG
TexvoAoyiag pe oTdOX0 TNV avanTtuén Tng EAcapTtavng yia Iatpikn xpnon wg
AvTiungpTaacikd Mpoiov Neag Mevidg.
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The discovery of Losartan, a non peptide Angiotensin II Receptor antagonist and
of our Ring Cluster Angiotensin II Receptor Conformation, were announced in
1989 during the Gordon Research Conference on Angiotensin and the Renin -
Angiotensin — System (RAS). The drug was discovered in the Laboratories of
Dupont and the announcement at the Conference was the approval for Clinical
trials which led to the first Angiotensin II nonpeptide Receptor antagonist
followed by another eight Sartans, now in medical use. Previous Angiotensin II
peptide antagonists such as Sarilesin and Saralasin failed to become drugs due
to its peptide nature rendering them susceptible to proteolytic enzymes which
hydrolyze them. The announcement was the result of many years work on
Angiotensin and the RAS System, since it was discovered 80 years ago.
Breakthroughs in this evolution was the discovery of Captopril by Miguel Ondetti
in 1975 and Losartan by Timmermans in 1989.

In this lecture the main steps followed in our laboratories in Patras will be
presented, which led to the Discovery of our Elsartans. Briefly the main steps
are: 1. Peptide (The tool), 2. Peptide Model (The ligand - receptor interaction),
3. Cyclic Peptide (The drug lead), 4. Non-peptide mimetic (The Drug). Also, the
strategic steps are described, in the design and synthesis in our Laboratories of
peptide and non peptide mimetics for important Peptides and Proteins such as
Myelin Epitopes (MBP, PLP, MOG) implicated in Multiple Sclerosis, Thrombin
Receptor Activating Peptides (TRAP) implicated in Angiogenesis and Cancer and
Gonadotropin Releasing Hormone (GnRH) implicated in Fertility and Cancer.
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