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Or avtayoviotég AT1 amotedodv pio véa yevid goppdkmv yio T poBuion g mieong, mov oxedibotnkay Kot
cvviédnkay €161 dote vor ppovvrar 1o C-tehkd dxpo g Ayyeotasivng IT (Ang II). H avdivon Siaudpewong
™ Ang II xou tov nopaydywov g, kabdg kat twv aviayoviotdv AT1 mov avikovv otnv 14En popiov twv
SARTANSs pog 0dnynoe otov oxediacpod kot ) cvvieon g (5S)-1-Bevivro-5-(1H-yudalor-1-viopeduvro)-2-
TUPPOAMOIVOVNG, ne KavormomTiky Prodoyikn dpastikdtta (71% g dpdong Tov @apudkov losartan) [1]. Néa
avaioya ovviébnkav g e&ng: H odkodin 1 pe empnxopévn avBpakikny oAvocido, mov nponile amnd tov
KatdAAnio vrokateotnpévo peduleotépa Tov (S)-mopoylovtopkod 0&€og pEC® KOTAAANA®V UETATPORMV,
evepyomomOnke mpog Tolurectépa kot aviédpace pe petd Abiov drag tov yidaloAdiov mpog v évwon 4. H
OaAKOOAT 2, MOV TpoéKuye emiong amd TOV KOTAAANAO (S)-TuPOYAOLTOMIKO €0TEPQ, UETATPATNKE GTO
11dafoAvAo-tapdywyo 5 — puécw evolopécov TOLLAESTEPR OMWG TEPIYPAPNKE TAPATAVD — KAl HETA amd pio
pdobetn TeAKN VOPOYOVEOGT TG Yo TNV amopdkpuven g PevivAio-tpooctatevtikig opadac. H évoon 3, mov
nponABe and 1o N-Bevluro-(S)-mupoylovtopkd o&y, petd omd v ecoymyn oe evolikn Béom Tng
Beviuhopddag pe BeviuroBpwpidio ko LIHMDS, édwoe telikd v évwon 6 kdto omd napdpoteg cvvbnkeg. H
Proroywn dpdom g évoorg 4 eivar <70% oe cvykpion pe ekeivn Tov losartan, evéd o éleyyog g Proloyikhc
dpaong TV evacemv 5, 6 Bpicketat vid e£EMEN.
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SYNTHESIS OF NEW ANTIHYPERTENSIVE PYRROLIDINONES
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ATI antagonists constitute a new generation of drugs for pressure regulation and are designed and synthesized to
mimic the C-terminal segment of Angiotensin II (Ang II). Conformational analysis of Ang II and its derivatives
as well as the AT1 antagonists belonging to SARTANS class of molecules led to the design and synthesis of
(5S)-1-benzyl-5-(1H-imidazol-1-ylmethyl)-2-pyrrolidinone, with considerable bioactivity (71% compared to the
drug losartan) [1]. Novel analogues were synthesized as follows: the elongated alcohol 1, derived from the
appropriate N-substituted methyl (S)-pyroglutamate after suitable transformations, was activated to the tosylate
and reacted with lithium imidazole to give compound 4. Alcohol 2, also derived from the appropriate (S)-
pyroglutamate, was converted to the imidazolyl-derivative § — through the intermediate tosylate as described
above — after a final additional hydrogenation to remove the benzyl protecting group. Compound 3, derived from
the N-benzyl (S)-pyroglutamic acid after the introduction of the benzyl group to the enolate position by
treatment with benzyl bromide and LIHMDS, finally gave compound 6 under similar conditions. The bioactivity
of compound 4 is <70% compared to losartan, whereas the bioactivity of 5, 6 is under investigation.
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