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TITAOZ EPTOY: Npoodog otn avamtuén avaoctoAéwyv tou £161kol umtodoxéa tou Napdyovta
Evepyomoinong twv Aipometaliwv (Platelet-Activating Factor, PAF) mou Paociletal oe
ouUVOUOOUO aVOPYOVWY LOVTWVY [E OPYOVIKEG EVWOELG. OEPATMEUTIK SUVAULKA TOUC yla TV
QVTLUETWTTILION 0oBevelwy mou oxetilovtal pe tn dAeypovn (avtipAeypovwdng dpaon) kat

Bpoupwon.
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Introduction

Inflammation s 3 bidlogical response 10 injury that provides
protection against infection. Howeves, f inflammation s lef
urregulated 25 can occur in disesse, &t can leed to severe
tissue injury and dysfunction”* Ameliorating inflammation in
dissase states depends on the actve conl of nflammatory
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plexas. This review provides an update on more than 20 years
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new PRFr anGONSS, STUCture-KIivity relifonship studies,
the biolagical activity of these molecules, and ther thesapeutc
potential are dcussed.

The PAFt s 2 Gprotein-<coupled receptor that has been 3
therapeutic target for many years®** PAF is an agonist of
PAFL When PAF tinds 1 PAF &t induces the mtogen-scivated
protein kinase (MAPX) pathwesy,leading 10 2 pro-nflammatory
axcade. PAF receptors are present throughout the body, in
most major ongan tisues, the central nervous system (NS

musdes and infammatory cells™ ™™ In 2002, the PAFr gene
was locakzed to dvomosome 1935-1p3A4™ Ahough there
have been 3 number of atiemps to determine the stucure of
the PAFr and it tinding site using malecur modelng meth-
ods, both st remain uninown™** However, work has fo-
cused on ehucidating PAF binding by using radiciabeled spe
O such as [HIPAF and [WIWEB 2086, 2 PAFr artagonist ™ ™
Meinikors and Bar 5% and Peplow’® have provided detaled
accourts of the mechanisms involved In PAF production and
receptor bindng
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15, that before the accidental discovery of cisplatin in 1965 by Rosen.
sly  berg the anti-cancer properties of a rhodium (lll) complex,

RhCl3-3H20, was reported in 1953 [34].

recent reported activity of
Bctahedral rhndlum (]]]) mEtal comple

2.1. Inflammatory mediator inhibitors

#ivation of platelets is a

nd common e mediators of inflammation such as
ad. platElEt—a(nvatlng factor (PAF), thrombin, fibrinogen, tissue factor,
es, and factor X. PAF with the systematic name of 1-O-alkyl-2-acetyl-
is sn-glycero-3-phosphocholine is a glycerophospholipid mediator
he having various potent physiological activities [35]. It participates in
le- the physiological processes such as reproduction, memory forma-
2i- tion, vascular tone, apoptosis, and angiogenesis. The biological
er functions of PAF are generally conducted by binding to a G-protein
ve coupled receptor on intracellular membranes or the plasma
membrane of cells [36] which is involved in a diversity of compli-
w cations including hypotension, mediation of inflammation, and
fic anaphylactic shock, and potent stimulation of platelet aggregation.
ee Excess amounts of PAF can cause inflammation which in turn can
6], induce inflammatory conditions or diseases such as allergy, dia-
n- betes, asthma, renal diseases, HIV pathogenesis, and cancer [37].
u- Therefore, regulating the amount of PAF in the biological organisms
ed is important.
Thrombin is an enzyme encoded by the F2 gene in humans. It
Ir converts soluble ﬁbnanEn into insoluble strands of fibrin in the
geaddl catalyzes many other coagulation-

@@ Tcactions [38].
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ed a series of octahe-
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quinoline), and cis-[Rh

By various methods (Fig. 3) [39].
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The biological activity of synthesized compounds acting as po-
ito tential inhibitors of PAF and thrombin, was evaluated towards PAF
an induced activities in WRP's and rabbit PRP aggregation assays [39].
ch The inhibitory effect of these compounds was estimated using their
zal 1Csp values in uM (Fig. 3). The studied complexes exhibited different
1i- inhibitory effects against the PAF/PAF-R and Thrombin/PAR-1 in
ke either WRP or PRP. It was found that rhodium (IlIl) complexes
ts. increased dramatically the inhibitory activity towards PAF-induced
m rabbit PRP and thmn;xbigl—mdu(]ed ‘WRP aggregation compared to
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Rhodium (lll) complexes with
pyridyl-quinoline moiety as
PAF inhibitors

Kuplwe KELLEVO

MNpoéodata (15/4/2021 kat 2018) ota eriotnpoviKa TiepLlodikd European Journal of Medicinal
Chemistry kot ChemMEdChem &npoctevtnkav duo apBpa avaokomnong amo Epsuvntika
KEVTpa TNG AuoTtpaAiag kattou Ipdv mou avadEpovtal otn BLoAoyLkr SpACTIKOTNTA EVWOEWV
Tou TPLoBevolg podiou kAl AAAWY HETAAMIKWY LOVIWV WC aVOOTOAEWV AEYUOVWIWY
Kataotacewv (Inflammatory mediator inhibitors) aAAQ kal BpopPwoswv ou oxetilovtal e
TNV QVTLLETWIILON TIARBoUG aoBevelwv HeTafU AAAWV Kal Tou Kapkivou. Eivaln mpwtn popd,
omou avadépetal Slebvwg o o6pog “Inflammatory mediator inhibitors” otn S1ebvn
BBAoypadia kal e0TLAlEL ATTOKAELOTIKA OTN SLKN O TTPOCEYYLON.

H mpooéyylon pog, xpnowomnolel tov Mapdyovta Evepyomoinong twv AlHonetaAiwy wg To
BLoAoyLko pOpLo 0TOXO, OELOAOYWVTOC TNV UEAETN TNG EMIdpaonG o autov, TARBoUG VEWV
evwoewv. Q¢ ek ToUToU €XeL SnuioupynBel pla «poplakn Bacn dedopévwv» n omola
XPNOLUOTIOLELTOL Yyl TNV KAAUTEPN OPYAVWON KoL TIPOYPAUUATIONO TNG OANG HEAETNG.
Mephappavel ta dedopéva avaoTaATIKAG SpAcEWS VEWV poplwv eml tou PAF kat dAAwv
BpopBwTikwy mapayoviwy onwe n Bpoppivn to ADP kal to KoAAayovo.

Ot 6U0o mMpoodateg SNUOCLEVOELG AVASELKVUOUV UE TOV KOAUTEPO TPOMO TN CUCTNUOTIKN
epyoocia n omoia &ekivnoe ta tedeutala xpovia amd tn ocuvepyacio tou Epy. Bloxnuelog
(Epguvntiky Opada: opot. Kab. K. A. Anudémoudou) kat tou Epy. Avopyavng Xnuelog
(Epguvntiky Opada: AvarA. KaB. A. OlutonouAou) tou Tunuatog Xnuetog tou EKMA. H
£€peuva pag eotidletal, KUplwg oTo va SlepeuvnoeL TNV eMiSpaon EVWOEWV HUETOAALKWY
LOVTWV HE OPYAVLKEC EVWOELG, WG TIPOG TV avaoToAn tng 6pacng tou PAF. H avactaAtiki
LKOVOTNTO TWV EVWOEWV PETPATAL LE TNV SOKLUN HEBO0SO TNC avaGTOAAC TNG EMOYOUEVNG ATIO
tov PAF ocuoowpeuonG Twv OLUOTETOAIWY aMA Kol TNG emayopsvng kot amd AdAloug
OpopBwrtikolg mopayovteg. MeAetdtal emiong Kol n emidpacn TwV EVWOEWV OTOV
petaBoAlopd tou PAF. Emwonuaivetal otl epapuoloups TtV TAYKOOUIWG TMPWTOTUTN
TEXVOYVWOLA TIOU €XEL avammTUEeL n opdda pag yia tov PAF.
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Aappavovtog untdyn otL o mapayovtag PAF eUTAEKETOL OTNV AVATTTUEN KOl LETACTOON TOU
KopKkivou evw toutoxpova £xel dlamiotwBdel OTL ol avactoleic tou PAF, auvfavouv tnv
OVTLKOPKLVIKA 6pdon Twv dapUakwy, N oUVOeon Kal KAt €MEKTACH N XOPynon ULoG ouolog
pe Suttr) avti-PAF Kal avti-kapKvikr dpacn Bewpeltal EUEPYETIKN YLA TNV AVTLLETWITLON TNG
vOoOU.

2T1G SnNUOCLEVOELG QUTEG apXLKA yiveTal pla avadopd otov MNapdyovia Evepyomoinong twv
Awornetaliwv (Platelet-Activating Factor, PAF), Tou omoiou tn Sdopr] £€xel avakaAUPel o Kab.
K.A.Anuomoulog, Kal Tn CUCXETION Tou Ue T dAeyuovn Kot Bpoupwon. MpoKeLTal ylo £va
dwodoAmoelSEg ou amoteAel Tov LoXupOTePO AUoeldIkd pecohapntn thg GASYUOVAC Kall
BpopBwong kol o omoiog eumAéketal oe TOAAEG PAeypovwdoug altioAoyiag TabBoAoyLKES
Kataotdoel. O PAF ekdpalet tn BloAoyikn Tou paon Kuplwg péow ouvdeong e ToV LELKO
tou umoboxéa Ttov PAFr (avhkel otnv katnyopio twv G-MPWTEIiVWY) TOU UTIAPXEL OTLG
MEUBPAVEG TOU KUTTAPOTAACATOC ] OTNV TIEPLKUTTAPLKA LEUBPAVN.

Mo cuyKeKpLUEVa, OTLG Epyaciec ota meplodika European Journal of Medicinal Chemistry ko
ChemMEdChem, yivetol ektevng avadopd OTIC TIEPLOCOTEPEC OMO T SNUOCLEUMEVES
epyooieg pag oe SLebvr) emiotnpovika meplodika (BA. 1 oxeTLKO).

H épeuva autn €xel mpaypotonownBel pe tn Ponbela mpwnv peAwv tou Epyaotnpiou
Avopyavng Xnueiag kot Tou Epyaotnpiou Bloxnueiag, toug onoioug opeilw va euxaplotiow

Bepud yla Ty cuvelodopd Touc.
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