I[TANEIIIZTHMIO OEXXAAIAZ

> XOAH EINIXTHMQN YTEIAZ
[NPOTPAMMA METAIITY XIAKQN ZITOYAQN
TMHMA BIOXHMEIAY & BIOTEXNOAOI'TAX

TOZEIKOAOI'TA

EPI'AXTHPIO BIO-OPT'ANIKHXE XHMEIAX

AITTAQMATIKH EPT'AZIA

«2yedtacuog, cvvleon, PocUATOCKOTIKOS TPOGIIOPIGHOS KAl OLEPEVVIIGH

PL0L0YIKIS OPAGHS KIVOAIVOVAY KOl TAPAYDYDY TOVSH

«Design, synthesis, spectroscopic characterization and biological activity

investigation of novel quinolinone derivatives»

YTYAIANH-AANAH ANTQNAKH

AAPIZA 2019

Institutional Repository - Library & Information Centre - University of Thessaly
17/06/2024 17:17:28 EEST - 3.144.38.110



TPIMEAHX EEETAXTIKH EHITPOITH

Kopmotg Anpiqrprog: Kabnyntig Opyavikng Xnueiog pe éppacn ot XdvOeon
Biodpaoctikaov Mopiov, Tuiuo Buooynueiog & Bioteyvoloyiag, Ilavemotiuo

Oeocoloag.

Mnrtoog Xpiotog: Epyoaotnpioxd dwaktikd mpoconikd (E.ALIT), Epyactipro
Opyavumg Xnueiag, Tunua Broynueiog & Bioteyvoloyiag, [Mavemomuo Osooaliog.

Apovtliog I'pnyoéprog: Enikovpoc Kabnyntig BiomAnpogopinig ot INevopk ,
Tunpo Buoynueiog & Broteyvoroyiog Iavemotuio Osccariog.

Institutional Repository - Library & Information Centre - University of Thessaly
17/06/2024 17:17:28 EEST - 3.144.38.110



EYXAPIZTIEXZ

H mapobvoa dumhopotikn epyacio ekmovidnke oto epyactiplo Blo-opyavikng ynueiog
tov Tunuartog Bloynueiog kot Blroteyvoroyiag, vwod v emifreyn tov Kabnynm k.
Anpntpov Kopdm. ®a n0elo va tov guyoplotiom Beppd yuoo v avabeon tov
0£paToC, T0 EVO0PEPOV TOV GALA KOl TO ¥pOVO OV J1EDECE Y10 VoL ADGEL OTTO100MTOTE

TPOPANUO GUVOVTOVCO KOTA TN SLIPKELN TOV TEPAUATOV.

‘Eva peyddo gvyopiot® otov Mnteo Xproto yio v moAvtiun Ponfed tov , v
vopovn, tov oefacud Ko v emyovy tov va Eemepdoovpe kdbe dvokoiio mov
ocvvavtovoape. . Htav mdvta 61ebéoipog kot £Toynog va e cVPOVAEDGEL Kol VOL LLOV

péBet véa mpdrypata yio vo ELTAOVTICM TIG YVMOGELS LOV.

Oo Mfero va guYopIoTHCH Kot OAOLG TOLS TPOTTVYIKOVS KOl UETOTTUYIOKOVG
QO1TNTEG TOV gpyacTnpiov, Ko wWwitepa Tov vroymelo dwdktopa KoArldto NikdAoo
oL dNUvPYNoav Eva PIAMKO KAMpo cuvepyaciog Kot Nty Tpdhupol vo emAHGoVV

OTOLONTTOTE Amopia Lov.

Téhog Ba MBela va evyaPIOTHO® TNV OKOYEVELD IOV KOl TOLG (PIAOVG LoV OV UE

otmpilovv o¢ kéBe pov TpoondOela.
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IHEPIAHYH

O1 i g avBpomvng avocoavendpkelag tomov 1 (HIV-1), g nrotitidag C
(HCV) kot g ypinng tHmov A anotehovv e0PEMS YVOOTEG OMEIAES Y10 TV avOpOTIVY
vyelo Kow 1O €0po¢ TV O00ECIH®Y  QAPUOKELTIKOV Oepomeidv gival oyeTKd
neplopopévo. Ot mpoavaeepBévieg 101, av Kol eVIEADS dapopeTiKol petald Toug,
neplopfavouy kdmota Eviupa Tov £(0VV OC KOWO YVAOPIGHO TNV avaykn Vvrapéng
1OvIov Mg?t o v e0pvbun Asttovpyia tovg. Exoviag o¢ yvOHovVe TIC 110TNTES
coumheing Tov 4-u3pdcukivoitv-2-ovav kot N-dkvlo-vdpalovov pe vta Mg?*, oty
TOPOVCO SIMAMUATIKY EPYACia oXESIACTNKAY VEQ TOPEY®Ya To 0TToio GLVIVALOVY Ko
TOVG 600 TOTOVG evioewV. Katd avtd tov 1pdmo ta vEa Tapdywyo PTopohV €V OLVALLEL
VO GYMUATICOVY yNAKE copmioka pe Vo 1ovta Mg?* kot va Spacovy o¢ ovacToleic
TOV CLYKEKPWEVOV UKDV eviOumv. AxoAovOnOnkov dV0 S1POPETIKES GLVOETIKES
mopeieg doTE va TapoyBovv mapdymya KIVOAIVING LITOKOTEGTNUEVO 1) U1 6TO ALMTO, EVD
10 TEMKO oTAd0 TePAapPavel pol oAl ovtiopaocrn pe aAdehon, mapéyovtog
SVVOTOTNTO EIGAYMYNG OPOPOV VITOKATACTUTOV GTO LOPULOVO-TUNUO TOV pHopiov.
Olo to0 TEMKA TPOIOVTO TOLTOMOMONKOY HECH QUCUATOCKOTING  TUPNVIKO
payvntikov cvviovicpov (NMR) kot detypotd tovg €govv otaiel 610 VOGTITOVTO

REGA ot0o BéAy1o yia va d1epguvnBohv o1 mbavég aviukég 1010TtnTég TouG.
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ABSTRACT

Viruses such as HIV-1, HCV and Influenza A are well known threats for human health
and the range of available pharmaceutical agents for their treatment is still limited. Even
though the aforementioned viruses have different genetic material, they all share the
common requirement for Mg*2 ions as cofactors in certain enzymatic activities. Having
this requirement in mind and taking into consideration the ability of 4-hydroxyquinolin-
2-ones and N-acetylhydrazones to chelate magnesium ions, the current study focused
on synthesizing novel derivatives that combine both compound types. Thus, the novel
derivatives may potentially form chelates with two magnesium ions resulting in the
inhibition of specific ion enzymes. Two different synthetic routes were followed in
order to produce both N-substituted and unsubstituted quinoline derivative, whilst a
simple reaction using aldehyde in the final step enabled introduction of various groups
in the hydrazone moiety of the new molecules. All new compounds were characterized
by nuclear magnetic resonance spectroscopy, and their potential antiviral activity wiil

be evaluated in the Rega Institute in Belgium.
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1L.EIZATQI'H
1.1 Ioi

Ot 101 glvar pun KutTaptkoil poAvopatikol wapdyovieg Twv oroimv 1 Pacikn doun
nepthapPavet yevetikd vikd (DNA 11 RNA) gykieiopévo péca oe éva mpocTaTEnTIKO
TPOTEWVIKO TEPIPANUa, T0 Kayidlo. To yeveTikd LVAKO TOLG KMOKOTOLEL HOVO TIC
TPOTEIVEG TOL Koydiov kot opopéva amdAvta oamapoitnta EvOLHO, CUVETMS
GTEPOVVTOL TG OLVOTOTNTOS CVTOVOUOV TOAAATAAGIAGHOD EKTOG KATO0V KVTTAPOL-
Eeviot. Ot maBoydvor 101 mov mpooPdArovy Ta avBpdmve KOTTOPO HITOPOLY VO
TPOKAAEGOLY Otd Mol £0G TOAD Popld copmTodpato akope Kol vo eméAel Bdvartoc.
Av ko n amoteAespatikdTEPN LEHOSOG YO TNV AVTILETMOMIGN TOVG £ivor 0 ERPOAAGLOG,
T amopaitnto epPoia £xovv avamtuybel Yoo Myootd €10m TOVG, EVEO OKOUN Kol TO
dwbéoipa kabioctavtal cuyva avOTOTEAECUOTIKO AOY® TOV GUYVOV UETOAAAEEDY TOV
veiotavtal ol 101, ETOUEVMG 1 AVATTLEN OVTUKAOV YNUELOOEPATEVTIKOV TOPUYOVI®OV
elval avaykaio yio tnv tpootacio g dnuocog vyeiag. H mpdodog otnv Katavonon
TOL KOKAOL (NG TOV 1OV KOl GTOV TPOGOIOPICUO TNG OOUNG KOl TNG AELTOVPYiNG TV
UKOV TPOTEIVOV €xel GLUPAAAEL 6TV avATTLEN TETOIOV YNUIKDOV EVOCEMV TIG
televtaieg Oekoetiec. H moavonuic tov  «ouvOopoOlHoL  EMIKTNTNG  OVOGOAOYIKNG
averapkelog (AIDS)», mov opeihetar oe Aoluwén ond tov 16 HIV, evBappuve v
épeuva g aVTd TOV ToUEN Kol TAEOV TTOAAG avTuKd QAappaka, toco yio tov HIV 660
Kol Y10 GAAOVG 1006, eivan otabéotpa.

O HIV eivar évag petpoidg, onAadT| TO YEVETIKO TOL VAIKO gival £vol LOVOKA®MVO
popo RNA to omoio petaypagetor ovtiotpoea oe dikhovo popio DNA kot ot
ouvéyela evoopataveral oto DNA tov mposfefinuévov kvttépov. H avtiotpoen
petaypaen emreieiton and 1o €vlvpo avtiotpoon petaypaedon (HIV RT) xou n
evoopdtmon, and 1o évivpo wteykpaon (HIV IN). O HIV npocsféiiet ta kbtropa Tov
OVOGOTIOUTIKOY GLGTNLLATOG TTOL PEPOLVV TN YAvKompwteivy CD4 kabiotdvtog teAkd
oV avOpOTIVO opyavicpd gumadn o U Bavatneopes vd LOIOAOYIKEG GLVONKES
acBévetec. H kaBvotépnon oty avantuén epfoiriov yuo tov HIV 6g cuvovacpo pe v
EULPAVIOT AVOEKTIKMOV, GTO VITAPYOVTO PAPLLOKO, CTEAEYMV TOL KOOIGTA avayKaio TV
SupKT AVATTUEN VEOV aVTUK®V Hopimv.

"Evog dAL0g 10¢ Yo Tov omoio dgv vdpyetl Tpog to mapov eufoio givar o 160G g
nratitdoag C (HCV). To yevetikd vikd tov HCV givan éva povoximvo popo (+)-

RNA, and to onoio petappdloviar angvbeing ot Tp®TEIVES TOL 100, EVAO 1) OVTLYPAOT
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tov paypatonoteital omd v RNA molvpepdon tov HCV (NS5B). H poivvon amd
tov HCV ovvilBwg odnyet og ypoévia Aoipnmén amd v omoia vroAoyileton 6T mhoyet
10 1% tov maykdopov TAnbucopov. H ypoévia nratitidoa C amotelel cuvnOn aitio tng
Kippmong 1 Tov KopKivov tov Nratog Kot cvppwva pe tov [Haykdopio Opyaviopod
Yyetog mpoxdiece mepimov 400.000 Bavatovg to 2015.

2V wEPImT®ON TOL 100 NG Ypinng vrapyetl dwbécipo euPforio 1o omoio Opmg
TPEMEL VO OVOVEDVETOL GLYVA AOY® TOV UETOAAEEDV TOV EMUPAVEINKDOV UKDV
mpoteivov. H epedvion eapetikd Aopoydvov otedexdv tov 100 ypinng A pmopei va
TPOKOAEGEL TOVONUIEG YPIMNG, OTTWG 1 «1oTaviK)» Tov 1918, TV «ntnvovy (1997) kot
TV «oipav» (2009) [25]. Ta vrdpyovta eapuoaka yio T ypinn mepAapfavovy tovg
avOoTOAElS TV dwwiwv mpotoviov M2  (opovtadiviy kot pyuovtadivi) kot
vevpapwvidaonsg (CavouPipn kor oceitapPipn). Qotdco, 1 eEdmAwon oTeEAEXDV
avOeKTIK®OV TOCO oTO AdAUAVTAvVIo 060 Kol otnv oceAtaPipn [26] emPaiier v
eEEMEN véwV Bepamevtik®dy evoemv. O 10¢ TG YpImng €xel ¢ YEVETIKO VAMKO €val
povoxlmvo uopio (-)-RNA, to omoio mpémel va petaypagel 6To GLUTANPOUATIKO TOV
povoximovo RNA mpokeyévou va cuvteBovv o1 ukég Tpmteiveg. e avtr| T dodkocio
etvar avaykaio n andomoaon Tunuatewv RNA (cap snatching) amd 1o kuttapid RNA, 1
OTO{0l EMLTLYYAVETAL LEGM TNG AEITOVPYIOG EVOOVOVKAEAGTC TTOV EMTEAEL 1] VTOUOVADAL
PA t¢ RNA moivpepdong tov 100.

[Tapd T1¢ dopopég 010 YEVETIKO DMKO Kol TOV KUKAO (®1 TOVC, 01 Tapomdve 101
YOV OC KOWO YOPOKTNPIOTIKO ovykekpuévo &viopa mov ypelalovior 16via
nayvnoiov (Mg?*) yio m Astrovpyio toug [1]. Ta évlvpa avté eivor 1 vteykpdon tov
HIV, n Aerrovpyia pypovovkiedons (RNase H) g avtictpoeng petaypagdong tov
HIV, n RNA moAivuepdon tov HCV, ko 1 Aertovpyior evoovovkiedong g RNA
TOAVUEPAONG TOV 100 NG YPImNG. Xta evepyd kévipa avtdv TV evibumv sivol
amopai)m 1M SopecordPnon dHo Wviav Mg?t mpokeypévov va emitevydel
KOTOAVTIKY] TOVG dpACT GTO OVTIGTOLYO VIOGTPWUA. G GLVETEW QLTOV TOL KOWVOU
YOPOKTNPLOTIKOV, Kot 6T Téccepa EvOupa, OpOLV OVOGTOATIKA To. Topdymyo o,y-
dwetoo&émv (DKAS) tov yevikov tomov la (n 1P eivor n tavtopepng evolkn popen
T0VG), T0 omoia dtbéTovy dropa 0&Euydvov e kKatdAnies Béoelg dote va cuvdoeBovv

Le o copmAoka evidpov-Mg?*, dmwg paivetar ot dopr 2.
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Mg

P OH —= i /OH OH g 0"Mg
AN o = LA
0 0
1a 18

Ta tehevtaio ypovia €xel 600el peydin Eueacn oty €pevva yuo v e€evpeon
OPYOVIK®OV Hopimv ta omoia Ba pépouvv droua-60teg (0ELYOVOo 1 GLmT0) 08 KATAAANAES
0éoeic wote va eivor €Qkt] 1 oOumAeEN Toug pe 1WOvVTO poyvnoiov. Avtég ot
npoomfeieg KatéAnEav oty avdamntuén ™ tehevtaiog yevidg avit-HIV tapayoviwv,
ommg sivon n paiteykpafipn (3) ka1 viodovteykpafipn (4), o1 0moiot avacsTEAAOVY T
dpdomn g wreykpdonc. IIpog 10 mapdv 0ev LIAPYEL KATO10 EYKEKPYEVO PAPLOKO LIE

dpdomn Evavtt KAmotov and to vLOAoUTa EVELUA OV avaPEPONKaY.
O O OH
N— ~ OH F O F F
AV S Hﬁ /T\/N HJ@
NS
O/H( %\N o 1 =
O O
3 4

1.2 Mapaymyo Kivoriving: IowotnTeg kon Proroykn onpocio

H xwoAivn (5) elvor por etepokukAkny évoon pe Pacikéc 1010TTeg AOYm g
napovciog Tov aovevktov (evyoug niektpoviwv 6t1o drtopo aldTov. Av Ko 1 id1a M
KwwoAivn Oev moapovordlel afloonueimtec Proroyikég opdoelg, TANO0C QUOIKOV
TPOIOVTOV (KUPIMG OAKOAOEWDMV) KOU EVMOOEWDV HE ONUOVIIKEG QOPUOKEVTIKEG
EPOPULOYEG EUTEPLEYOVLY  AVTO TO €TEPOKLKAKO cVvotnua [2]. To mAéov yvwotd
napadetypa anotehet 1 Kwvivn (6), N TPOTN PAPLOKEVTIKY] OVGIO TOV ¥PNCLUOTOMONKE
YU TNV OVIYETOMION NG €AOVOGIaG, 1 omoia amopovadnKke amd QLTA ToL YEVOUG
Cinchona. Xvvbetikd mopdymyo Kworivng, omog eivor M yAwpokivn (7) xar M
peprokivn (8), xpNOWOTO0VVTIOL EMIONG EVPEMG OTNV QOPUOKEVTIKY Oy®YN TNG

elovooiog [3].
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Mio onuovtikny vrokaTnyopic KVOMVAOV GUYKPOTOUV TO TOPAywyo HE VOPOEL

opdda ot Béon 4 1N wxor o Béon 2 Tov TOL SKLKAKOD ocvothuatoc. Or 4-
vdpo&ukvorives (9) pmopolv va Ppebodv kot onv Tovtopepn 4-0&o popen g 4-
kwvoAdvng (10), pe v kuplapyn popen va kabopiletor omd v mapovsio. GAA®V
VTOKOTAGTOTAOV GTO HOPlo, eVD oT1g 2,4-010posukivorives (11) otabepotepn eivon 1

TaVTOUEPNS HOPEN TNG 4-vdpo&uKkivortv-2-6vg (12) [4].

OH (0] OH OH
OO = ) OO = CL)
- | -
— —
N N N OH N O
H H
9 10 1 12

Ot onuovtikotepeS evoelg Tov Tomov 10 tvar tar pn LOIKA AVTIBAKTNPLOKE TOV
elval Yvootd o¢ «KvoAdveg» T omoio Bpiokovtal voypemTikd otnv 4-6£0 Hopoen,
AOY® NG Tapovsiag vrokataotdtn oto N-1, kot eépouvv pia KapPBovikn opdda ot
0éon 3, evd omv mieloynoeio Toug €yovv €va dtopo @Bopiov oty Béom 6.
AVTITPoo®TELTIKA Topadeiypato eivar 1 KIvodOvn dEVTEPNG YEVIAS SUTPoPAoEaciv
(13) ko n tpitng yevidg vopepro&ooivny (14). O unyaviopudc dpdong Tov KVOAOV®OV
Baciletar 610 oynuatiIopd TPOIKOV cLUTAOK®V pe to DNA kot 11 tomov IIA
tonoicopepdoeg DNA yvpdon kar tomoicopepdon IV tov Baxtmpiov [5]. Adym g
yerrviaong Tov KapBovoAikov o&uydvou Kot TG KapPoEuAkng opddes otig 0éceig 3 ko
4 avtiotoyo, To ovTIPaKTNPOKE KIVOAOVNG UTopovV va cuumiexfodv pe d1oBevi 1
Tp1ofevn PETOAAIKG OvTa (15) [6], WOTTa otV oToia amodideTon 1 TEPLOPIGUEV
amoppOPNON KOl OTOTEAEGUATIKOTNTA TOLG OTOV  Aapfdvovior mopdAAnio pe
GKEVAGHOTO OTOC Efvar Ta avTidEva mov mepEyovy Wvta AT kou Mg?* [7]. Qotdco
éxel SlatumwOel ) dmoym 6Tt Ta WWvta Mg?t eivon amapaitnTa yio ™ cvvdeon Tmv

KivoAovov pe 10 Poaktnpokd DNA kot v emokdAovdn ovactodn g Opaons g
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DNA yvpdong [8].EmmAéov 1 dtacvvdeon piog Kvolovng e v tomoicopepdon IV

nécw evog 10vtog Mg?* vrosmpileton omd kpvoTadloypagikd dedopéva [9].

Mo GNUOVTIKY] EQOPOYT| AVTNG TG CLUTAEKTIKNG IKOVOTNTOG TOV 4-0E0KIVOAMVO-
3-kapPoluiikdv oféwv ocvvaviaue oty mepintwon g eAfreykpaPipne (16), evog
avaoToAéa G wreykpdaong tov HIV-1, mov opa pe mopdpolo tpdmo pe toug
npoavapepEvTeg avaoToleic padteykpafipn kot violovteykapofipn. Av kot otn 16
T €TEPOATOUN OOTEC NAEKTPOVIOV £XOVV SPOPETIKY| O1ATOEN O GYEON UE TOLG OVO
GAAOVG 0vOoTOAELS, Bempeital OTL 1 amapaitntn cOUTAEEN pe VO 10VTO LoyvnGilov

gtvon duvorn pe Tov Tpodmo mov anekoviCeton otov Tomo 17 [10].

Mg
0
0

F O O E O/
T ho ) > i (L)
\)\( HO

[Switepo @appokevTikd evolapépov mapovotdlovv Kot to mapdywyo tng 4-
vdpo&uKvov-2-6vig O6ToL M vokaTdctacn otn Béon 3 pe Pevioberadralivo opddeg
(18) odnyel og evioelg pe avaotodtikn dpdon évavtt g NS5B RNA molvpepdong
tov 100 ¢ Nratitdog C [11].Ermmiéov n eloayoyn kapPfolaudo opnddmv oty 1ot
Béom tovg TPOGHIdEL BVOGOPLOGTIKY OpAGsT, OTMG GTNV TePinT®on Tov laquinimod
(19), 10 omoio Ppicketar 6TO 6TAGI0 KAMVIKOV HELETOV Y1 TN Bepameio TG TOANUTANG
okApuvong [12]. EmmAéov mapdywyo pe 3-dkvio opddeg ot 0éon 3 oymuatifovv

ANAKE oopmhoka pe petodikd wvta [13], kat’ avoroyia pe to Tpoavaeepévta 4-

o&okivoAvo-3-kapPolviikd o&Ea.
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1.3 Broroyikég dpdosig N-akvio-vopalovov

Orvdpaldveg eivar OpyovIKEG EVOGELS LE OOUIKO YOPOKTNPIOTIKO TO Tupo C=N-
N (yevikog tomog 20) xor mopoackevdloviol HECH avTIOPACE®Y GUUTVKVOOTNG
vopalivaov pe ardetdeg N ketoveg. lTlowideg Proroyikég Opdoelc, Omwg eivon
OVOAYNTIKY, OVTIETIANTTIKY, OVIWAEPTAGIKY, OVIUKY, OVILUKPOPLOKY K.o., £)El
avaeepOel yio evooelg avtg g katnyopiag [14]. Avtictoya ta vopalidla (Yevikog
tomog 21) mapdyovior amd T GVUTOKV®GT VOPalvav pe KapPoSuAikd oféa kot
omoTeEAOVV  EMioNG €VMOOEIS He €upL QAo Poroyikov Wt teov [15]. Ou
yopaktnplotikég opadeg 20 ko 21 svvdvdlovtol péow avtdpacemv vOPaldimv pe
KapPOVOMKEG eEVAOCELS OTOTE TPOKVTTOLY 01 N-0KLAO-VOpaLoveg (22), evdoelg e
EQUPUOYEG ot Qappakoroyia [16], otnv opyaviky cvvBeon [17], aAld Ko otV

EMIGTNUN VAIKOV AP OTNV IKOVOTNTO COUTAEENG TOVG LE LETOAAIKA 1OvTa. [ 18].

o)
R" oy
H H N R
R')\\N’N\R R')J\ﬂ/ R RN \\RE
20 21 22

Meydhog apBpdg mapaydywv N-akvAodopalovng emOEVOOVY OVTIUKPO Lok
dpaon [19], pe mo yvootd 10 gykekpiuévo avtiBoaktnplokd eovpovtoivny (23) [20].
Emnpdobeta eviroeig tov tomov 24 £dei&av avBehovooiakmn opaon [21], evd pa cepd
TopdloAo EVOGE®V, LE TO JPACTIK TNV 25, TPOAYOLV TNV ATOTTOGCT KUPKIVIKOV

TVELVHOVIKMV KLTTOpQV [22].
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Cl

210 medio g avtukng épevvag ot N-akvAohdopaloves £xoVv TPOGEAKVGEL APKETO
evolapépov ta tehevtaia ypdvia. IMapdywyo Tov vépalidiov ¢ yAvkivng (26) £dei&av
opbon evaviiov Ttov 100 ovocooavemdpkewg Tov wOnkov [23], evd ot
TPOPoEuPatvuAo-N-akvAodpaloveg 27 avactéhiovv v mpwtedon 3C tov 100
Koé&dxt B3 [24]. H woavotta copumieéng twv N-akvAobdpalovav pe HETaAMKE 16vTa
aélomomnke otV mepintmon tov avactorén 28 (R = 3,4,5-tprwdpoéuearvoro) g
evdovovkiedong PA tov 100 ¢ ypinng [25] ko ota cdumioka g 28 (R = 2-
v3pofupovuro) pe 1wvta Mg?t, Mn?*, Ni?* xon Zn?", to. omoio £de1éav Spdomn evavtiov

DNA 1ov 6mw¢ o amddg epnntoiog (HSV-1 ko HSV-2) ko 0 10¢ ¢ doparitidag [26].

~
H H ~ .N_ _R HO
O/\rrN\)LN,N\ © NN o
H 0 )J\ N&
0 HO R™ON
27 H
26 28

Evooeig mov mepiropfdvouv ) doun ¢ N-akvAoddpaldvng éxouvv Oeifet
dupopeg dpdoelg katd tov wH HIV-1. H 29 amoctabepomotel tn dyepn dopn g
avTioTpoENG HETAYPOPAoNS TOL 100 [27] avacTEAAOVTOS KATA AVTO TOV TPOTO TOGO TN
Aerrovpyia prpovovkiedong H, 6co kot avtr) tng DNA moivpepdong [28]. H évoon 30
napepmodilel v eicodo tov HIV-1 ota CD4 kottopa [29], eved mapdywya dnwg 1o 31
otoYevoLVV otV TPMTEIV ToL UKoV Kaydiov [30]. Térog, N-axviloidpaloveg dmmwg N
32 avaotéAhovy v wteykpdaon tov HIV-1 napepmodifovtag v aAAnAienidpacn g
pe v mopnvikny Kuttapk tpoteivy LEDGF/p75 [31].
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2.XKOIIOX

YKomd¢ ¢ mopovoag epyaciog €ivar o oxedwoudg kot 1 ovvBeon vEwv
ETEPOKVKAIKOV HOPImV e avTUKT dpdior. Q¢ cuvheTikdg 6ToOY0C TEOMKAY T TOPEy®YQL
4-vdpo&uKivorv-2-6vng Tov yeViKoL TOmov I, 67ov R givar vdpoydvo 1 kdmolo aAkvA0
Kol Ar €vog LTOKOTESTNUEVOS ap®UATIKOG dokTOAOC. To okentikd micw amd ™
OTOYELON OLTAOV TV EVAOCEMV €Ival Vo cLVOVAGTOLV GE £vo LOPLO dVO TUNILOTO TTOL
Vo SIBETOVV TNV IKOVOTNTO GYNUATICUOD YNAIKOV GUUTAOK®V LE LETOAAKE 1OVTOL, KO

ovykekpipéva pia 3-akvio-4-vdpo&ukvoiv-2-6vn Il pe éva N-axvAobdpalovo Tunpo

111.
OH O OH O
AN O X N’NVAr
+ \XJ\N/NVA" f— H
l}l @] H N @]
R |
1l R |

|

Ta popa I avapévoope va pmropodv va cuvdebolv pe dvo petorikd 16vto (6mwmg
tov Mg?"), pécw tov atdpmv o&vydvou g 4-OH ouddag kat tov kapBovoriov ot
0éon 3 ko emmAéov PEG® TOL UWVIKOV alDOTOV, MCTE VO OMOTEAEGOVV SVVNTIKA
avaoTOAElG UKDV evidumV, Ta omoia ypetdlovtotl 1vta fLoyvnGiov yio TNV KOTAALTIKN
opdon tovg. Ot Proroywol otdyor twv mapoydywv | Ba eivor ta éviopa mov
avaépnkay oty glcaymyn, oniadn n wreykpdon kot 1 pypovovkiedon H tov HIV-
1, n RNA moAivpepdon tov HCV ko1 m gvdovovkiedon tov 100 g ypimne. O
TPOGOOKMUEVOS TPOTOG GHVOESTS LLE TOL LOVTO LOYVN G0V, TOV amekovileTar oTn doun|

IV, etvar mapodpo10g pe avTOV TOV YVOSTOV 0vooTOA ®V diketokapBoEuikol o&Eog
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(V) tov mapamdve evldpuov i tov avactoAéo vrolovteykpaPipn g HIV-1

wreykpaong (V).

, M
N N’NQ/Ar d “o-Mg (L _b

H \

o
N o R)\/\[( /x\/N = \Jij/
|
R v O
v

H doun tov véov evacewv Bo emPefoiwbdel péom @acpatooKomiog TupnvIKov
HayvNTIKOO GLVTOVIGHOU TpmToviov kot dvOpaka-13. H Broloyum amotipnon twv
véwv popiov Ba £xel ¢ KO0 6TdHY0 TOV TPOGIOPIGUE BV dPACTC EVAVTL TOV 1OV
g ypimng A, tov HIV-1 kot g nratitoag C. Adym tov mokihov aviuk®v 1010THToOv
OV EMOEKVOOVV Ta Topdywyo N-akvAohopaldvng, Ba diepevuvn el kKon 1 mBavn dpdon
TV evOoewv I EvavTt evpéog pAcTOg 1V OTmG elval 0 amAdg eprntoids, o Ko&axkt,

0 16¢ ™G OaPAAITIONG K. 0.
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3. HEIPAMATIKEX MEOGOAOI

Katd m d1dprelo Tov Tepapotikdv LereTdv ypnoponomdnkay dtipopeg pébodot
T Tomoinong N/xot kKebapiopov TV KAcToTE VEosLVTIOELEVOVY eviaewy. TTapakdtw
dtveton m apyn pebddov ¢ kdbe piog amd avtég ToL YpNoIoTOmONKAY.
3.1 Xpopatoypagio Aswtig Xrorpadag (Thin Layer Chromatography:TLC)

Eivor por péBodog tantomoinong Kot S1oympiopod 0pyovIKOV EVOGEMY 1) 0Ol
BacileTon 6TV KaTOVOUN TOV OVCIHOV HETAED GTATIKNG KOt KV TG PACTG, OVAAOYO LLE
TNV TOAKOTNTA TOVG. XTNV EMIMEIN YpoUATOYpOaPic AETTNG 6TOPASOS N OTATIKNY Pdon
etval cuvnBmg 010&ido tov muprriov (silica gel), tproeido tov apyiov (alumina),
KutTapivn o€ oKOVI, aKOUN Kot pnTiveg. Avtd elvanl avepeiypéva Le JKpY| TocOTNTo
YOWYOU Kol EMOTPOUEVO KOTAAANAO G YVOAL, QUAAQ TAACTIKOV 1) OQAOLLIVIOU Kot
amoteloV 1OV Qopén emioTpmong. Q¢ KwvnT QAT YPNCLOTOLEITAL OPYAVIKOS
SADTNG N cVLOTNUE SIAVTOV (D1HAVTES aVvATTLENC) 01 0TTo101 EMAEYOVTOL AVAAOYOL [LE
TNV TOMKOTNTO, TOV GLGTNUATOS KAOMG 0 doympiopds Tov ovolwv Paciletor oTov
HNYXAVIGHO TNG TPOGPOPN GG

H ovoxevn mov ypnopomomOnke amoteleiton amd Eva VAMVO KOAMVIPIKO doyeio,
pe oA otoadag 0.5-1 ekatootd, T0 0MO10 SOETEL ECMTEPIKA TOV TOLYOUATOV
oL OMONTIKO Yopti MoTe va emrevybel kekopeouévn atOGPAPO Omd TOV SOADTY
avamTuENG KaBmG Kot KOTdKt Yoo vo unv HETARAAAOVTOL Ol ATHOT GTO E0MTEPIKO TOL
doyeiov. Ze éva TAAKIO0 CNUEIMVETOL (ot AETTN YPOUU Ay EKOTOGTA oo T Baon
TOL KOOMG Kot 0VO 1 KOl TEPIGGOTEPES KOVKIOEG OTIC 0T0iEG TOTOOETOVVTOL O1 KNAIOEG
(spot) TV mpog dauympiopd ovoumv. H tomobétnomn tov detypatog mve oto mAakidlo
yivetan pe TPYY0edES cOANVAKL e Lopen knAidag. Ot kniideg améyovv petatd touvg 1-
2cm kot €pOGov TomofeTnBovV OHOIOHOPPAL APTIVOVTOL VO GTEYVADCOVV GE PEVLLAL 0EPOL
elte oteyvavovron pe Bepuo aépa otovg 400°C. X1 cvvéyeln 1o TAakidolo tomobeteitan
070 00YEl0 TOL TTEPLEYEL TOV OHAVTH avaTTLENG 0 omoiog avePaivet pe apyd puOud Aoy
TPV Qoawvopévmv. Téhog, to mhokidlo amopakphveTol amd 10 doxeio OTAV TO
LETOTO TOV O10ADTN PTAcEL 1-2CM amd TNV KOPLET] TOL Kol GNUEIDOVETOL PLe LOAVL.

INo tov mpocdiopiopd tov Bécewv TV KNAB®V 0ENVOLUE TO TAOKIOW va
oteyvooel og Bgppokpacio dopatiov kol «epgaviCovpe» ce vIEPUOOTN oKTIVOBoAin

O6mov o1 knAideg pBopilouv.
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Eixova 1: Avamopdoraon rhaxidiov TLC kot vroloyiouoc Rf

H pnébodoc avtn ypnopomomdnke yia vo ehéyEovpe v mopeio TV avIdpAcE®Y
KaBmg Kot TV KaBopoTNTa TV TPOIOVI®V £XOVTOS MG LAPTLPO TO AVTIOPOVIO TOV
XPNOOTO0vVTUL 6TNV ekdotote avtidpacn. O mapdyovroc emPpadvvone Rf opiletan
®¢ 0 AOYOG ™G amdOGTAGNG OV OEVLGE 1 OVGIO TPOS TNV ATOCTOCT TOL KviOnke o
daAv ¢ (LéTwmo Tov daAvTn) Ko 1 Tiwn tov R lvan yapaxmpiotikn yia 1i1¢ ovoieg.

Ymhpyet QUECT) CLGYETION TNG AMOGTACTC TOL OLEVLGE 1) OLGIN E TNV TOAMKOTNTA
™mG. Oco o moAk™ ivat 11 0VGio TOGO TEPIGGATEPO TPOGPOPATAL GTIV CTUTIKN PACT
Kol epeavifetol yopunAotepa ev avtiféoel pe TIg MyOTEPO TOAIKEG Ol 0T0iEG d1ovOOLVY

HEYOADTEPT OTOCTAOT KOl PTAVOLYV KOVTH GTO UETMTO TOV O10ADTN

3.2 Xpopoatoypoeio Xtiing Yyniig Amoédoong (High Performance Flash
Chromatography: HPFC)

H ypopoatoypapio oming eivar pio adomotn kot €0koAn pébodog kabapiopod
oVCLOV Kol O®PGHoD pypdtov. Ot evooelg dwywpilovtor pe Tov 1010 unyavicpo
Om®mG Kol otV ypopatoypagio Aenthg otoPadag, ®oTOco  Aaupdvovv  yodpa
OPOPETIKEG OLUOPLOKEG OLVALELS HETOED TMV GLGTATIKMV, TNV KWNTH Kol TV
GTATIKY] PAOT).

Mmnopovv va xpnoipomon8ovy Totkila TPOGPOPNTIKA VAIKA Y10, TNV TANPWOOT) TNG
otAng oAld Tpotdror n Silica gel n omoia givot ToOAD TOAKY Kot ¥pNGLOTOLEITAL TTLO
GLYVA GTNV OPYOVIKY ¥NUelo. TNV TPOKEWEV, WG GTATIKY QOAoT ¥pNoYLoTOmOnKe
silica gel kot @g Kivn edon piypo dtwAvtdv.

e o vodvn otAn pe emBountd VYOGS Kol SIUUETPO ETOUAGTNKE TO EVOLDPTLLOL
Tov dAvTn pe v silica kot to omoio tomobeteitan pe T€T010 TPOTO PECH OTN GTAAN

MOTE Vo elval KATAVEUNUEVO OUOLOUOPQO KOTH UNKOG TOV COANVO KOt 1] EMPAVELL TOV
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va givor 660 o SLVVATOV o Agia. TN GLVEXELD APNVETOL O SLIADTNG VO TEPACEL LUE TN
BonBew aépa vrd mieon (flash chromatography) mpocéyovtag mavia vo péver pia
oto1fdda. ST oTNV emEavela Yo va unv oteyvooet 1 silica. To delypo, to omoio
&xel Oohvbel oe KatdAAndo SoAvTN, TomoBeTHONKE GTNV KOPLYN NG GTAANG KOl TO
apétnke va adAnioemidpdoet pe avt. Téhog, mpootébnie To piypo S1aAvTdV, T0 0010
Aertovpyel o¢ Kivntn edo, Kot aeétnke vo ekhovcbet pe v Ponbeta eilcaymyng aépa
1o mieon. Katd m didpketa tg Ekhovong Tov dtoAdtn cuAlExOnkay deiypata (~1ml)
o€ doKooTikoOg cwves. Eeocov éywve tavtomoinon pe TLC, cvliéybnkav,
amopovodnkay kot copmukvadnkoy To detypata pe to kaboapiopuévo Tpoidv. Xe avti
TN HOPON TNG YPOUOTOYPAPIOG 1| OTATIKN GAGT, N 070l £ivo TOAD TOAKY|, oynuatilet
WOYVPOVE  OECHOVE UE TIG TOAIKEC EVAGES TOV MUYHOTOG EVA TO AYOTEPO TOAIKA

oLOTATIKG dev cLYKpaTovVTOL IoYVPA otnyv Silica kot ekhovovtal TpmTa .

Ewcova 2: Xpowparoypopio Zening-Ilopolofn kiaoudrwy

Yrdpyet dueon cuoyéTion TovV KAUCUAT®V, oL TTEPLEYOLY To. delypata , e TV
ewova evog TLC xaBadg ot ovoieg mov ekAovovtar mPAOTEG(AYOTEPO TOAKECS)
enpaviCovtol Kovid 6To LETOTO TOV SAVTY, EVE VTEG TOL EKAOVOVTOL TEAELTAIES (TT10
TOAKES) epeavifovtal Kovid otn Baon tov mAakdiov. ['a va yivel 6oTtog doympiopdg
TOV OVCIOV KOl KOTO GLVEREW KOOUPIGUOG TOV UIYUOTOG TPEMEL O TOPAYOVTOG
emPpadvvong Rf va PBpioketon peta&d 0.2-0.5 yuo va €xovpe PEATIOT| amdS06N NG

TEYVIKNC.
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3.3 Inpueio Tiéewg (Melting Point: Tm)

H pétpnon tov onueiov méemg eivar pa xopaKTnpIioTiKn QLGIKOXNUKT téBodog
YOPUKTNPIGLOV Kot TawTomoinong piag évaonc. ['a kdbe ynukn évoon avrictolyel Ko
pio T oty KApoka keAciov oty omoia 1 évaon TNKeTal Kot £l EMTPENTO £0POG
1-2°C. Oco peyoditepo gival 10 €0pOg TG TIUNG QLTS TOGEC TEPICTOTEPES Eival oL
TOAVOTNTEG VO VTTAPYOLV TPOGUEEIS GTNV OPYIKT EVEOOT).

e TPLYoEId COANVAKLO TOTOOETOVLE LKPT) TOGATNTO TOL GTEPEOD AUPOV TPADTO, TO
£YOVLE KOVIOTIOGEL JLE TO YOLOT KO TO APTIVOLLLE aTO KATO10 VYOGS APKETEC POPES PEXPL
VO TOKETOPIOTEL 0MOTA YWPIg vo mepikAeiel agpa. Xt cvvéyew tomobetovue T
ocOANVAKIO GE €101KN GVoKEVT 1N omola £xel pvBotn Beppoxpaciog kot BepuopeTpo
VOPOPYHPOL YL TNV TapaTpnon TG petafoing g Beppoxpaciag. H évapén g
pétpnong tov onueiov ™éemg yiveton amd v otiypr] mov Bo GyNUOTIoTEL N TPOTN
oTayova PEYPL TN PELGTOTOINGT OAOV TOL GTEPEOD OOV GNUOIVETOL KO TO TEAOG TNG

pétpnong kot AapBdavetol To €0POG.

Ewcovo 3: Lvoxeon uétpnong onueiov téews kou aneikovion OEryUaT@Y aTH GVOKEVH

3.4 Avakpvotdiimon

H avakpvotdarioon elvar pio pébodog kabapiopot piog ovoing mov Ppicketal ce
otepen popon. [a va yivel cowotd o kabapiopdg e ovoiag Ba mpémel va emdeyBel
KATAAANAOG S1AVTNG 0 0moiog Ba d1aAvEL V BepL® TNV 0VGiR EVAD 01 TOAVES TPOGIEELS
Ba mapapévouy adldAvtes. Xe o@alpiky] OdAn tomobetodpe Vv ovoia, TpocshETovpe
piKpt] mocotTa O10A0T Kot Beppaivovpe og eAaidAovTpo. O OYKOS TOL SAVTN TOV
xpnowonoteitor Tpénet va ivor T€1010¢ MGTE T0 dtdAvpa mov Oa oynuaticBel va givar
KOPEGLEVO.

Mo emttevyBel n dtddvon yiveton dmbnon v Bepud g VAMVO YWVi LE TTLYWOTO

NOLo 10 omoio Ppicketan MOV amd o KOVIKN ELAAN. 11 cuvéyela to Oepud ddhvpa
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agpnvetol va Yyoybel apyd o Beppokpacioo SOUOTIOL Y10 VO KPUGTAAADGEL, VO gival
onNUavTIKO va unv yoyBel amdtopa kabmg katd TV KPUOTAAA®GT B Tay1deVTOVV €K
véou mpooi&elg kat Oa akvpwBel 6An 1 dadikacio kKabapiopov. Térog ot kpHoTaAAoL

TOPOAOUBAVOVTOL KO 0p1VOVTOL VO GTEYVAOGOLV GE ENPavTHPO KEVOD.

Ewcova 4: Bruozo. avaxpvotdliwons
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3.5 Emoxémmon IHepopoatikiyg Ilopeiog Mn Ynokoreotnuévov oto N,
Hoapaydyov Kivorivig

270 TPMTO PEPOG TOV aVTIOPAcE®V Tparypatomodnke n obhvleon g 2-a106&v-
1,3-Bevio&aliv-4-6vng (1), mopdywyo t0 0m0i0 OMOTELEGE TNV TPMOTN VAN YO TIG
nepatép® avtdpdoels. H ovvBetikn mopeio mov ypnoyomomdnke gival yvootr ot
BProypapia. Xpnowomombnkav 4 16000vopd YA®POUVPUNYKIKOD olBVAECTEPQ
(CICO2EL) ot 1 100d0vapo avBpavikikov o&éog (anthranilic acid) pe ) ypron avodpng
mop1divng (CsHsN) g dtadd.

210 0g0TEPO PEPOG TNG oLVOETIKNG Topeiag mpaypatomomnke aviidpaocn 600
otadinv. 1o Tp®To 6TAd10 cuvTédnke o 2-(2-((aBo&v kapPovoro) auivo) Bevioiro)
unlovikog owpuebvlrestipag (2a) Omov aviédpooe 1 1oodvvauo 2-0106&v-1,3-
Bevlo&alv-4-6vng, pe 2 1oodvvapo uniovikot dyebvieostépa (dimethyl malonate)
napovcio vopdiov Tov vatpiov (NaH) oe d1oAvtn ToAovdAio (PhMe). Katd to devtepo
oTAd10 £YVE 1 KUKAOTOINGN TOV TAPATAVE TPoidvTog (2a) mpog 4-vdpo&v-2-0&o-1,2-
drvdokivorivo-3-kappovoiké peBuvieotépa (2b) pe ™ ypron peboediov ToOL
vatpiov (MeONa) 10 0moi0 TapPACKEVAGTNKE EVTOG TNG COOPTKNS PLIANG Alyo TPV TV
avtiopaon. Xpnowonomdnke 1 1odbvouo avtidpovtoc (2a) ue 2,5 woddvapa NaH
Kot 5 16odvvapo puebavoing (MeOH) kabmg kot dvudpo tolovoiio(PhMe) wg dtoivtng.

210 Tpito UEPOC TNG TEWPOUOTIKNG Topeiog mpaypatorombnke aviidpaon 1
100d00vapov v (2b) pe 3 woddvapa vopalivng (N2Ha.H20) og droddtn pebavoin
(MeOH) vy v  mopaymyn 1L  4-00poEv-2-0E0-1,2-0100poKivorive-3-
KopPovdpalidiov (3) 10 omoio amotédeoe Kkl Pacikd VAOGTPOLO Y10, TIG TEPUITEP®
AVTOPACELS.

Y10 tétapto péPOG akoAovOnoav avtidpdoelg tov (3) pe SopopeTikd povo-
vrokateotnUéveg (B€oetg 3 ko 4) Peviordebdeg mpog v mapaywyn tov 4a-4c. 'Eva
16odvvopo v (3) avtédpace pe 2,5 1oodvvoua Peviordehiong (a-c) oe dodd
dyéBvrogoppapioro (DMF-dvudpo) kot 1-2 otaydveg o-pooeopikd o&H (85%) ot
vepd (HaPO4) mov ypnoyomomnke og katoddng.

[Mopakdto mopovcldletal oYNUOTIKE 1 YEVIKY] TOpeEio. TOV OVTIOPAGE®YV OV

POy LOTOTOm OnKay.
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Emoxkonnon Avtidopdosmv

o
i i A
N
©f%+u () ©\)% (i o me 9
_ > v
(1 © (I)
(2a)
(iii)
OH O OH O
N N’NHZ (iv) N 0/
H
N o N~ Yo
H
(3) (2b)
(v)
Y 4a: X=F, Y=H
OH O \/@ 4b: X=H, Y=F
N NN X 4c: X=H, Y=OCH,
H
N o
H
(4 a-c)

(1) CICOzEt (hwpopwpunykikdg arbvreotépag), CsHsN (mupidivn Yavodpn
(i)MeCO2CH2CO2Me  (unrovikdg duebvrectépag), NaH (vdpidiov tov vatpiov),
PhMe (tolovoii0) avodpo

(iii) MeONa (uebo&eidio tov varpiov), MeOH +NaH, PhMe (tolovdAii0) dvodpo
(iv)H2NNH2.H20 (vdpalivn), MeOH (pebavorn)

o

(V) X (novo-vmokateomuévn  Pevlardevon), DMF  avvdpo
(duéBvrogoppapivno), HsPOs 85% (0-pwopopikd o&v)
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2VvOecon g 2-a100v-1.3-fevioéaliv-4-ovnc (1)

(o)
OH o pyridine Oﬁl\)o\
—_—
+ Cl)l\o/\ NZ Do N

NH,
anthranilic acid  ethyl carbonochloridate 2-ethoxy-4H-benzo[d][1,3]oxazin-4-one

(1)

Hepouatixy Hopeia tov (1)

Apya dtoivdnkav 1 16odvvapo (N = 0,020 mol, m = 2,743 gr, M, = 123.65 gr/mol)
avOpavilikov 0&Eog oty avodpn Topdivy (V=20 ml) kot otn cuvéyeia £yive TpocHnkn
OV YAopopwpunykikov abviestépa (n=0,080 mol, m=8,68 gr, d=1,139 gr/ml, V=7,6
ml) otdydnv, mov dpknoe mepimov 10-15 min. Katd t didpketo TG mpocONKng
ypnoworombnke mwaydbrovtpo AOyw avénong g Oepupokpocioc, evd apydTEPQ
apoatnpnOnKe Tapampoiov (YAwproHyo arag tng Topdivn) 10 0moio OPME TV SIAVTO
o010 vepd. TuvoAkd m avtidpacn dmpknoe 3,5h ko kab’ OAn v mopeion NG
avtiopaong ywotav éieyyog pe TLC. To tehMkd mpoidv amopovobnke petd omod
eEATIION TOV SOAVTY LLE TTEPIOTPOPIKO EEATUIGTIPA, TPOCHNKT TOYOUEVOL VEPOD LTTO
WGYVPN OVAdELOT), dONoN UE XPNON LOPAVTAOG KEVOD Kol £KTALGY| LE TOY®OUEVO
vepo. AkoAovONoe avaKPLOTAAA®MOT TOV TPOIOVTOG, Yoo TANPN KaBUPIGUO, HE TN
ypron Hex/AcOEt (g&avio/o&ikd abvieotépa) o€ ovaroyio 1:1 ¢ SodvTn

avaKpLoTdAlmong otovg 70°C g vOATOAOVTPO.

Hivaxag 1.1: Xapaxtypiotika tov (1)

Mopioko Bapog (Mr) 191,19
Enueio TH&ewg (Tm) 92-93°C
TLC:Hex/AcOEt
Rf.0.57
(4:1)
Amddoon 78%
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2vvOsan tov 2-(2-((ar06év kapfovvio) duivo) Bevioiio) unlovikig ouebvisotipag

(2a)

o) /\OJ\NH O o

(o] (0]
(0] NaH s
+ ~ J\/U\ - (o)
N/)\o/\ o} o PhMe ©/Ur‘\
(o) (0]

2-ethoxy-4H- dimethyl malonate |

benzo[d][1,3]oxazin-4-one

dimethyl 2-(2-((ethoxycarbonyl)amino)benzoyl)
malonate

(1) (2a)

Hewpopaticny Hopeia tov (2a)

Y& avtd 10 6TAd10 Ypnoipomomnkay 2 wwodvvaua NaH (n=3,8 mmol, m=0,152gr,
Mr=24) o¢ evaudpnuo oe dvodpo PhMe (V=25 ml) kot ot cvvéysio mpootédnke
otaydnv o unAovikog owébvieotepag (V=434 ult, m=0,502gr, d=1,156 gr/ml,
Mr=132,11) ondte mapatnpnOnke kot ékAvon Ha . To piyua avadevtnke yio 45 min og
Bepuoxpacio dwpatiov (room temperature: rt) kot téAoc mpootédnke 10 1 1606vVaLO
™m¢ Bevlo&alvovng (n=1,9mmol, m=0,365gr, Mr=191,19). Xvveyiotnke n avadevon
oe It yuo mepimov 4h péypt va eovei oto TLC minpn kotovdiwon g Bevio&alvovng.
Metd to mépag ¢ avtidpaong npootédnke H2O (V=10ml) vrd woyvpn avadevon kot
akolovOnoe ekydion tov piyparog ue HoO (2x5ml), moparapn e véatikng edong
Kot ékmAvon g pe e&dvio (Hex=10ml). Télog éywve o&ivion ue HCI 4M -vmd ywoén-
uéypt pH=3, dmonon pe xpnon voépaviiiog kevov kat wapaAafn Tov otepeod (2a).

Iivaxag 2: Xopaxtnpiotikd tov (2a)

Mopioko Bapog (Mr) 309,27
TLC:Hex/AcOEt
Rf.0,35
(9:1)
Amddoon 87%
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2vvOsan tov_ 4-vdpilv-2-0éo-1,201id0kvoivoe-3-kapfoviikov usOvisoripa (2b)

dimethyl 2-(
2-((ethoxycarbonyl)amino)benzoyl)
malonate

(2a)

Hewpopatiky Hopeia tov (2b)

methyl 4-hydroxy-2-oxo-1,2-
dihydroquinoline-3-carboxylate
(2b)

Apya og evaropnuo 2,5 1ooddvvouwv NaH (n=3,75mmol, m=0,150gr, Mr=24)

npootifevtar  ta 5 wodvvoua MeOH (n=7,5mmol, d=0,793gr/ml, V=400ult,

Mr=34,02) o PhMe (V=15ml) npoxeipévov va oynuotiotei MeONa Aiyo mpv v

évapén g avtidpaong. Ilpootédnke 1 1codbvapo (n=1,5mmol, m=0,485gr ) tov

avtdpmvtog (2a) kot to piyuo avadevtnke vwo Oéppoavon pe reflux yuo mepimov 3h.

Metd 10 TEPAG TG AVTIOPAONC OTOLOKPHVONKE 0 SIHAVTNG LE TN YPTOT TEPIGTPOPIKOV

eCatpotpa. To oteped vrdrepa eravadioAvdnke oe H20, akolobOnoe ofivion pe

HCI 4M éw¢ pH=2 péypt va oynuatiotel oteped (2b) ko éywve dndnon kot ékmivon

pe moyopévo H20.

ITivokoc 3: Xopoxtypiotika tov (2h)

Mopiaxd Bapoc (Mr) 219,20
Enueio TH&ewg (Tm) 228-230°C
TLC:CH2Cl2/MeOH
Rf.0,55
(19:1)
Amdooon 80%
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2vvOsan tov 4-v9po&v-2-6&0-1,2-0tiidpokivoive-3-kapfoidpalidiov (3)

OH (o)
OH (o)
X o~ NH
MeOH X N
+ H,N—NH, . H20 — 5 H
N (o} reflux
H N o
H
methyl 4-hydroxy-2-oxo-1,2-dihydroquinoline-3-carboxylate 4-hydroxy-2-oxo-1,2-dihydroquinoline-3-carbohydrazide
(2b) )

Hewpouaziy IHopeio tov (3)

To éva 1oodvvapo (n=1mmol, m=0,219gr, Mr=219,20) (2b) dtoAvOnke pepikdg oe
MeOH (V=4,5ml) 6mov omuovpyndnke uia Agvkn mdoto. Ilpootédnkav ta 3
1oodvvapa g vopalivng (n=1,5mmol, d=1,027 gr/ml ,VV=100ult, Mr=50,06) a1 t0
uiypo Bepudvinke oe ehardolovtpo pe reflux otovg 80-90°C yia mepimov 5h. Metd to
TEPOG TNG avTidpaong £ywve dmOnon ywo v maporafn tov otepeod (3) kot EkmAvon

ue yoypn MeOH.

Iivaxog 4: Xapoxtnpiotikd tov 3

Mopiaxd Bapoc (Mr) 219,20
Inueio TH&ewg (Tm) 228-230°C
TLC:CH2Cl2/MeOH
Rf.0,55
(19:1)
Amdooon 80%
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2ovOson tov (E)-N'-(3 @Oopofeviviidevo)-4-vdpoév-2-0Lo-1,2-01ddporivolivo-3-

KapPoivdpalidtov (4a)
P \/©\
4- hydroxy -2-0x0-1,2- 3-fluorobenzaldehyde (E)-N' -(37fluorobe.nzyllldene)-4-hydroxy-?-ox0-1,2-
dihydroquinoline-3- dihydroquinoline-3-carbohydrazide
carbohydrazide
(3) (4a)

Hewpopatixy Hopeio tov (4a)

INo xabe 1 woddvapo (N=0,10mmol, m=22mg, Mr=219,20gr/mol) tov (3)
ypnooromdnkov 2,5 wsodvvapoe (n=0,25mmol, d=1,17gr/ml, m=31mg, V=26,5ult,
Mr=124.11) g 3- @06poPeviardeidng oe daAdt DMF dvudpo (V=1ml) 6mov
npootédnkay kot 1-2 otayoveg pwoeopikod o&Eog ( HaPOs 85%) w¢ koatodvtng. H
avtiopaon £ywve pe Bépuavon oe ehatdorovtpo otovg 110°C kot o ypdvog KuudvOnke
peta&y 10-12h. H mapaiafn tov tpoidvrog (4a) éywve pe ddnon oe nOud pe ypnon
vopovtAiog kevov. 'ExmAlvon tov otepeol VTOAEIUHOTOS €yve TPOTO UE UEPIKEG

otayoveg DMF kot ot ovvéyeta pe 1-2ml dtonbviabépa (Et20).

ITivokoc 5: Xopoxtypiotika tov (4a)

Mopiaxd Bapoc (Mr) 325,30
Enueio Th&ewg (Tm) >320°C
TLC:CH2Cl2/MeOH
Rf.0,6
(19:1)
Amoddoon 52%

29

Institutional Repository - Library & Information Centre - University of Thessaly
17/06/2024 17:17:28 EEST - 3.144.38.110



Ddacua *H —-NMR tov (43)
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2ovOson tov (E)-N’-(4-p0opofevlviidevo)-4-vdpolv-2-0Lo-1.20tidporivoive  -3-

KapPoivdpalidrov (4b)
OH O OH O F
NH o
X7 ONT 2 DMF N NN
H + H O o arar H
N o H,PO, 85% N o
H F H
4-hydroxy-2-oxo-1,2-  4-fluorobenzaldehyde (E)-N'-(4-fluorobenzylidene)-4-hydroxy-2-oxo-
dihydroquinoline-3- 1,2-dihydroquinoline-3-carbohydrazide
carbohydrazide
(3) (4b)

Hewpopatixy Hopeia tov (4b)

H nepapatikn mopeia Kabdg Kot 01 1ocdTNTEG TOV YpNoIpoTomOnkay eival id1eg
HE TNV TOpOmTAve avtidpoon vy tn obvbeon tov (4a). T'a kdbe 1 100dvvouo
(n=0,10mmol, m=22mg, Mr=219,20gr/mol) tov (3) ypnoonomdnkav 2,5 1codHvapa
(n=0,25mmol, d=1,17gr/ml, m=31mg, V=26,5ult, Mr=124.11) wmg 3-
@06poPeviordciong oe dwodvtn DMF dvudpo (V=1ml) émov mpootédnkay kot 1-2
otayoveg emogopikov o&éog ( H3POs 85%) wg xataidtng. H avtidpaom éywve og
ehatorovtpo tov 110°C kou o ypdvog koudvOnke petacd 10-12h.. H maparapr tov
npoiovtog (4b) éywve pe dOnon oe NOUO pe yprion vopavtiiog kevov. Exnivon tov
o1epE0D VIOAEIHOTOG £yve TPp®TO PE pePIKEG otaydveg DMF kot ot cuvéyela pe 1-

2ml drobvranbépa (Et20).

ITivoxoc 6: Xopoxtypiotika tov (4h)

Mopioko Bapog (Mr) 325,30
Enueio TH&ewg (Tm) >320°C
TLC:CH2Cl2/MeOH
Rf.0,52
(19:1)
Amddoon 62%
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Ddacua *H -NMR tov (4b)
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2ov0Oson tov (E)-4-0v0poév-N-(4-uglolofevivitdevo)-2-0Lo-1,2-01tidporivolvo  -3-

kapfoidpalidov (4c)

OH O o) OH © \/©/o\
N o2 H DMF X NN

Ho o+ H,PO, 85% H
N (o) (o] 3 4 o

N
H | H 0
4-hydroxy-2-oxo-1,2- (E)-4-hydroxy-N'-(4-methoxybenzylidene)-2-oxo-1,2-
: o 4-methoxybenzaldehyde ydroxy-N'-(4-methoxybenzylidene)-2-oxo-1,
dihydroquinoline-3- y y dihydroquinoline-3-carbohydrazide
carbohydrazide
(3) (4c)

Hewpopatiky Hopeia tov (4C)

Y& oteyvn oQapikn AN tomobethnke 1 1oodvvapo (n=0,10mmol, m=22mg,
Mr=219,20) tov (3) kot mpootédnke o daAdtnc: avodpo DMF (V=1ml) vrd peopo
alotov kot 1-2 otaydovec owoeopwkod o&éoc ( HiPOs 85%) wc¢ xotaidtng.
Xpnowonmombnkav 2,5 1codvvapo (n=0,25mmol, m=34mg, d=1,119 gr/ml,
V=30,41ult, Mr=136,15) g p-avicordstiong (4-uebo&vPeviardetiion). To piyua
tonobenOnke oe ehatdlovtpo otovg 110°C dmov ota mpdTa 10Min 10 dtdAvpo
dlwyaoce evd apécmg petd Eexivnoe va kablavel oteped TPoidv Kol M avTidopaom
dmpknoe 4,5h. H maparapn tov otepeod mpoioviog Eywve pe dmdnon oe nud pe

¥PNO™M LOPAVTALOG KEVOL Kol Eyvay TAvGELS avtov pe DMF kan Et20.

ITivokac 1: Xopoktypiotika tov (4C)

Mopiaxd Bapoc (Mr) 337,34
Inueio TH&ewg (Tm) >320°C
TLC:CH2Cl2/MeOH
Rf.0,6
(19:1)
Amoddoon 68%

33

Institutional Repository - Library & Information Centre - University of Thessaly
17/06/2024 17:17:28 EEST - 3.144.38.110



ddaoua *H —_NMR 7ov (4C)

Institutional Repository - Library & Information Centre - University of Thessaly
17/06/2024 17:17:28 EEST - 3.144.38.110

34



3.6 Emokoémmon Hewpapatikig Hopseiog Yrokatestnuévov 6to N, Hopaydymv

Kuwvorivng

210 TPOTO PEPOC TV avTdpdcewv £ywve obvleon tov N-péBvio 160T0iK0D
avuopitn (6) e evdraueco oynuatilopevo mpoiov 1o 2-((adéévkappovoro) (nédviro)
apwvo) Pevioiko o&v (5). XpnowonomOnke 1 1oodvvapo N-pébvio avOpavikikoy
o&og , 0,7 1wwodbvapa yAwpopvpunykikov o&éoc (to omoio AETOVPYNCE Kol G
daAvtg), kot petd to oynuoatioud tov (5) petd omd A5min mpootébnkav 1,2
1600VVOLLO OKETVAO YA®PIOL0.

210 3eVTEPO UEPOC TV OvTIOpdoewy ypnolpworombnke 1 16oddvapo amd tov N-
REBVLO 160 TOTKO avudpiTn (6) pe 1,5 160dVvapo uniovikov dipebuiectépa o d1aAHT
dwébvropopuapidio (DMF) kot 1,5 10odbvapo vdpidio tov varpiov (NaH) mpog
oynuaticpd  tov  4-vopo6&v-1-pedvio-2-0&0-1,2-010pokivorivo-3-kapPoévitkov
nedviestépa (7).

210 Tpito UEPOC TV AVTOPAGE®Y oYNUaATIoTNKE TO 4-VOpPOEv-1-péOvi-2-0&0-1,2
orvopokivoivo-3-kappovopalioro (8). I'a 1o oynuationd ovtod TOL TPOIOVTOG
ypnoorombnke 1 1codvvapo tov 4-vopo&v-1-pue@vi-2-0&o-1,2-010dpokivoirvo-3-
Koppo&uikov pedvrestépa (7) pe 3 10odvvapo vopalivng oe dahvtn uebavoin
(MeOH). To mpoidv (8) amotéleoe KOO VIOGTPMLLA. Y10, TIG TEPETAIP® OVTIOPAUCELC.

270 T€T0PTO PEPOC TV OVTIOPAGEMY Ypnotpomomdnke 1 16060 vapo tov 4-vdpo6dv-
1-pé0vr-2-080-1,2 Srvopokivoirvo-3-kapPovopalioro (8) pe 1,5 wwodvvauo ™
EKAOTOTE HOVO VTOKATESTNUEVNG PBeviaAdeione mov ypnoipomomdnke, oe SoADTN
DMF ka1 pe kataddtn o-omcpopikd 0£0. Avtég ot avtidpdoels €dmoav ta mpoidvta

(9 a-c).

[Mopakdto Topovctdaletal GyNUOTIKE 1 YEVIKN TOpEio TOV avTIOpAGE®V.
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(1)
(i)
(i)

(iv)

v)

Emoxkonnon Avtidopdosmv

o

OH (vi)
N/
H

(vii)

—_—

X N-VH2 (ix)
H -~
N o

Y
X NN X
H
ril o
(9 a-c)

CICOz2Et (yhmwpopwpunykikdg atbvrectépag)

CH3COClI (axétvdo yhmpidto)

CO2CH,CO2Me  (unhovikog dwpebvreotépac), NaH (vdpidiov
(owéBvro popuaptidlo) dvudpo

H2NNH2 H20 (vopalivn), MeOH (uebavoin)

H
Y
X (névo-vmokaTesTNUEYT BevlaAdeion),

(druéBvrogoppopivno), HsPOs 85% (0-pwopopikd o&)
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o
(6)

(viii)

OH O
B o~
N (o)
|
(7)
9a: X=F, Y=H
9b: X=H, Y=F
9c: X=H, Y=0OCH;

tov vorpiov), DMF

DMF dvvdpo
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2Vvlson _tov N-uéOvio 10atoikod avvdpity (6) ue evoidusoo mpoidy 1o 2-

((a106&vkapfovvio) (uéBvio) auive) Bevioiné o0& (5)

(o]
i X g i
OH
@f%“ = e ©5L
N - — = = /&
N e reflux )\ N o
H 0”0 |
2-(methylamino)benzoic acid K 1-methyl-2H-benzo[d][1,3]oxazine
2-((ethoxycarbonyl)(methyl)amino) -2,4(1H)-dione
benzoic acid
(5) (6)

Hepopaztixy Hopeia tov (6)

Ye ooalpikry @uiAn Quyiommke 1o N-pébvio avOpoavikikd o&v (m=406mg,
n=2,7mmol, Mr=151,17), npootébnke o yAwpopvpunykikds abviectépag (V=2ml,
n=2,1mmol, d=1,139 gr/ml, Mr=108,52) kot tomobetOnKov 6€ ELAOAOVTPO GTOVG
110°C pe reflux ywa 15 min. To cbomua apédnke avorytod 610t EByale atuovg HCI
Mot otoudtnoe vo tapayetar HCI eiye oynuoatiotel to (5) kot mpootébnke o€ avtod
10 akéTVAo YAwpido (N=3.2mmol, V=211ult, d=1,104 gr/ml, Mr=78.50) ka1 10
ocvomuo Oepuavonke pe avadevon yio GAAn 1h. Télog to piypa agédnke vo yoydei
apyd oe Bepuokpocio dopAtiov Kol 6T GLVEXEIL 6TO Yuyeio Yy vo emtevydel
emmAéov KoTofvdion tov otepeol mpoidvtog (6). Avtd cvAléxOnke pe dMbnon kot

kaBoplonke e ypopatoypaeio. GTRANG VYNANS andO0oTG.

Iivaxac 8: Xaparxtypiotikd tov 6

Mopioko Bapog (Mr) 164,14
Enueio TH&ewg (Tm) 182-183°C
TLC:AcOEt/Hex (9:1) Rf.0,33

37

Institutional Repository - Library & Information Centre - University of Thessaly
17/06/2024 17:17:28 EEST - 3.144.38.110



2ovleon 70D 4-v9p0o&v-1-usvi-2-0éo-1,2-01dpoxivoivo-3-kapfolviikor

ueOvieotépa (7).

(o] o
x B NS & O
~ -
- DMF N o)

dimethyl malonate |

1-methyl-2H— methyl 4-hydroxy-1-methyl-2-oxo-
benzo[d][1,3]oxazine- 1,2-dihydroquinoline-3-carboxylate
2,4(1H)-dione
(7
(6)

Hewpouazixy Iopeio tov (7)

Y& oteyvn o@apikn euoAn Luyiotnkav (m=0,102gr, n=2,55mmol, Mr=24) NaH
Vo pedpa al®@tov Kot Tpootédnke o dwivtng DMF (V=10ml). Metd and uepikn
avadevon mpootédnke o uniovikog odpebvieotépac (n=2,55mmol, m=0,337gr,
d=1,156 gr/ml, V=291 ult, Mr=132,11), 6mov mapotnpnbnke ékAvon Hz, kol ot
oLvEyeln 0 1oaToikdg avvdpitng (n=1,7mmol, m=0,303gr, mr=177,16). H cepoipikn
QAN tomoBetOnke o€ eladOAovTpo otovg 80-90°C ko perd oamd pio opo
oynuotiotnke Aevkd oteped. H avtidpaon cvuvolikd dtpknoe 4h kot otapdtnos pe
mv mpooBnkn 80ml peiyuartog ndyov-vepov. Eywve o&ivion tov dtodvpatog , vd yoén,
ue HCI 4M péypt pH=2. MoA1g ohokinpmOnke 1 kabilnon tov otepeov, Eyve dtndnon
o€ NOUO pe ypnomn vopavtAiog KeEVOL Kol akKoAOVONGOV TAVGEIS TOV OTEPEOD UE

ToryovEPO.

Hivaxag 9: Xapaxtypiotike tov 7

Mopioko Bapog (Mr) 233,22
Enueio TH&ewg (Tm) 160-165°C
TLC: AcOEt/Hex
Rf.0,2
(1:1)
Amddoon 73%
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2vvOsan tov 4-v9poév-1-uéOvi-2-0éo-1,2 dtiidpokivolivoe-3-kapfoidpalidiov (8)

OH O OH O
@f\ﬁo/ MeOH A
HN-NH, H,0 — ——>
N0 + 2 22 reflux H

| N~ ~O

methyl 4-hydroxy-1-methyl-2-
oxo-1,2-dihydroquinoline-3-
carboxylate

M )

4-hydroxy-1-methyl-2-oxo-1,2-
dihydroquinoline-3-carbohydrazide

Hewpouaziy IHopeio tov (8)

To éva 1odvvapo (n=1,07mmol, m=0,250gr, Mr=233,22) (7) diaA00nKe pepkmg
oe MeOH (V=10ml) 6mov onpovpynonke uia Aevkn maoto. Ilpootébnkav to 3
1oodvvapa g vopalivng (n=3,2mmol, d=1,027 gr/ml ,V=156ult, Mr=50,06) ka1 10
uitypo Ogppavinke pe reflux oe ehatdrovtpo otovg 90-95°C yia mepinov Sh. Metd to
TEPAG TNG avTidpaong £ywve dmOnon ywo v mapoiafn tov otepeod (8) kot EkmAvon

pe yoypn MeOH.

ITivakag 10: Xopaxtypiotikd tov 8

Mopiaxd Bapoc (Mr) 218,19
Inueio TH&ewg (Tm) >320°C
TLC: CH.Cl./MeOH
Rf.0,84
(19:1)
Amdooon 80%
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2vvOson OV (E)-N-(3-900pofeviiiidevo)-4-vdpocv-1-uéOvio-2-0fo-1,2-
OLidpoKvoivo-3-kapfoiidpalidiov (9a)

O O e ol

4-hydroxy-1- methyl -2-0x0- 3-fluorobenzaldehyde (E)-N'-(3-fluorobenzylidene)-4-hydroxy-1-methyl-2-oxo-1,2-
1,2-dihydroquinoline

dihydroquinoline-3-carbohydrazide
-3-carbohydrazide (9a)
()

Hewpopatixy Hopeia tov (9a)

INo xabe 1 woddvapo (n=0,10mmol, m=23mg, Mr=233,22gr/mol) tov (8)
ypnoonmomdnkoav 1,5 wwodvvapoe (n=0,15mmol, d=1,17gr/ml, m=18,6mg, V=15,8ult,
Mr=124.11) g 3- @06poPeviardeidng oe daidny DMF dvvdpo (V=1ml) 6mov
npootednkay Kot 1-2 otaydves poceopuod o&Eoc ( H3POs 85%) w¢ xoataidtne. H
avtiopaon £ywve o€ eAatdolovTpo otovg 110°C kat o xpodvog kopdavOnke peta&o 10-12h..
H maparafn tov Tpoiovtog (9a) £ywve pe d1dnon oe nOud pe xpnon vdpavtiiog Kevov.

"ExmAvon tov otepeoV vmoAeippartog £ywve pe pepikég otayoveg DMF .

ITivoxoc 11: Xopaxtnpiotikd tov (9a)

Mopiaxd Bapoc (Mr) 339,33
Enueio TH&ewg (Tm) >320°C
TLC: CH:Clo/MeOH
Rf.0,7
(19,5:0,5)
Amoddoon 50%
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ddaoua *H -NMR zov (9a)
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2Vvlcon TOD (E)-N-4-000pofevlilidevo)-4-vdpolv-1-uéOvio-2-0Lo-1,2-

OLidpokvoivo-3-kapfoiidpalidiov (9b)

OH O o OH O \/@F
N SN2 H  DMF N NS
H * H4PO, 85% H
N o F 3B T o
\

4-fluorobenzaldehyde

4-hydroxy-1-methyl-2-oxo-1,2-

dihydroguinoline-3-carbohydrazide (E)-N'-(4-fluorobenzylidene)-4-hydroxy-1-methyl-2-oxo-1,2-

dihydroquinoline-3-carbohydrazide
(®) (9b)

Hewpopatixny Hopeia tov (9)

INo xabe 1 woddvapo (n=0,10mmol, m=23mg, Mr=233,22gr/mol) tov (8)
ypnooromdnkoav 1,5 wwodvvapo (n=0,15mmol, d=1,17gr/ml, m=18,6mg, V=15,8ult,
Mr=124.11) g 3- @06poPeviardetiong oe daAdty DMF dvudpo (V=1ml) 6mov
npootednkay Kot 1-2 otaydves pwceopuod o&Eoc ( H3POs 85%) w¢ xotaidtne. H
avtiopaon &ywve og ehoudrovtpo Tov 110°C kar o ypdvog kopavonke petac&d 10-12h..
H maparafn tov Tpoiovtog (9b) éywve pe dndnon oe nOUO pe xpnon vdpavtiiog Kevov.

"ExmAvon tov otepeot vmoieippartog £yve pe pepikég otayodveg DMF .

ITivoxac 12: Xapaxtnpiotikd tov (9b)

Mopiaxd Bapoc (Mr) 339,33
Inueio TH&ewg (Tm) >320°C
TLC: CH.Cl./MeOH
Rf.0,6
(19,5:0,5)
Amdooon 58%
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2vvOson OV (E)-4-03p0&v-N-(4-ug0olvfeviviidevo)-1-usOvio-2-0fo-1,2-
OLdpokvoivo-3-kapfoiidpalidiov (9c)

OH O
N N/NHz N
H + H DMF ©\2ka/ AN
N\,
H3PO, 85%
l\‘l (0] (o) 3P0, 83% l“l o
4-methoxybenzaldehyde
4-hydroxy-1-methyl-2-oxo-1,2- (E)-4-hydroxy-N'-(4-methoxybenzylidene)-

dihydroquinoline-3-carbohydrazide 1-methyl-2-oxo

-1,2-dihydroquinoline-3-carbohydrazide

(®) (9¢)

Hewpopaticy Hopeia tov (9C)

Y& oteyvi oQapikn AN tomobethnke 1 1wodvvapo (n=0,10mmol, m=23mg,
Mr=233,22) tov (8) kot mpootédnke o daAdtne: avodpo DMF (V=1ml) vrd peopoa
alotov kot 1-2 otaydovec owoeopwkod o&éoc ( HiPOs 85%) wc¢ xotaidtng.
Xpnowonmombnkav 1,5 woddvapa (n=0,15mmol, m=20,4mg, d=1,119 gr/ml,
V=18,23ult, Mr=136,15) g p-avicordstiong (4-uebo&vPeviardetiion). To piyua
tonobetOnke oe ehoudAovtpo otovg 110°C dmov ota mpdTo 10mMin  oynuotictnke
oYEOOV aKOploio OTEPED KOl OTN) GULVEYELDL TO OGALUO JWYACE Kol 1) OvTidpoon
dmpknoe 5-6h. H maparapr tov otepeod mpoiovtog (9¢) éywve pe dmbnon oe nOud pe

N XPNON VOPAVTIALNG KEVOD Kot £ytvay TAVoelS avtob pe DMF ko Et20.

ITivoxoc 13: Xopaxtnpiotikd tov (9¢C)

Mopiaxd Bapoc (Mr) 336,33
Enueio TH&ewg (Tm) >320°C
TLC: CH.Cl./MeOH
Rf.0,6
(19,8:0,2)
Amddoon 76%
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4. XYZHTHXH AIIOTEAEEMATQN

H ovvBetucn mopeia yio ta un vroxoteotnuéva 6to N g Kivoiivng mapdywyo
amoteheiton and 5 o1dd0. Lt T€0oEPA TPMOTO 6TAdIN (Ta omoia glvarl YvwoTtd ot
Biproypapia) ot oynuatilOMUEVES EVAOCELS NTAV OYETIKA SOAVTEC, pe onueia TEemg
petagd 150-200°C. Zto tehevtoio otddl0, T0 omoio mepllapPdvel v mpocHnKn
dpdpwv  vrokateoTNUEVOV  PevioAdeddv o100  0&o-kKivoAvo-kapRodopalioro,
AVTILETOTICOUE dPOp®V 0OV TpoPAnuata. XpnoyomomOnkay moArEG HOVO- Kot
Ot- vrokateotTnéEVES Pevialdelidec o1 omoieg eiyav VTOKATAGTATES TOGO OOTEG OGO Ko
déktec nAektpovidv. Ta tedkd Tpoidvia 1Mtov OAa OLVGOEAVTO GE KOVOUG OLOAVTEG
KOl GUVETMG NTAV aOVLVATO Vo KOBOPIGTOOV LE TN YPNOT XPOUATOYPAPIoS GTAANG 1)
avakpvotdAlmor. OAa ta Tpoidvta Ppickovtal 6€ 6TEPEN PACT OC AEVKN AETTOKOKK
okovn eved to. onueia ™Eewg avtdv Ppickovrol tave omd tovg 320°C. Adym g
SVGOALTOTNTAG TOV EVOCEMY OVTAV, TOAAE amd Ta veoovvtiBéueva detypata dev
ntav dAvtd akoun kot ce DMSO |, cuvenmg dev fjtav duvath Kot 1) POGUOTOCKOTIKT
perét pe NMR. Xopaktnpiotikd mopaoetyplo 0moTEAOVV To TAPAYMYO LE LOVO- KO
O1- VTOKATESTNEVO TO BEVEOMKO SOKTOAIO LE YADPLO TO 0010 EAKEL NAEKTPOVIN (OTTMC
K01 TO OGP0 IOV £YOVV Ta EMAEYUEVA TEMKE TPOiOVTa). To Tapdymya avtd ToV T060
dvodidAvTa Tov Oev NTav Pkt N Aqyn edopatogc NMR  dpa mibova kot addvorn n
BloAloywkn oamotiunon. Amd 10 GUVOAO TV TEAIKOV VEOGLVTIOEUEVOV TTAPAYDYOV
EMAEYONKAV TOGO TOPAY®YQ LE VITOKATOOTATEG-EAKTEG NAEKTpOViKV (O0Ttw¢ tor N’-3-
@06po- (4a) «wor  N’-4-@BopoPevividevo-4-vdpdév-2-0&0-1,2-31Hdpoktvorivo-3-
KopPobdpalidio (4b)), 660 kot pe VEOKATAGTATEG-30TEC NAekTpOvinY (Onwg To N’-(4-
nebo&ELPeviuAdevo)-4-vdpdév-2-0&0-1,2-d1dpokvoivo-3-kapPBoidpalidio (4c)). Ta

npoavaepBivTa popla £0e1&av va etvat KabBopd KOTA T QOGUATOCKOTIKY LEAETT.

H ovvBetikn mopeia yuo ta vrokateostnuéva oto N mopdymya g KivoAivig
amoteheitan, emiong, amd S5 otTdd Ta omoin Oev SPEPOVY TOAD MG TPOG TA
QVTIOPUGTNHPLO TOV YPNCYOTOMONKAY, HE QVTA TOV [ VTOKOTESTNUEVOV 6TO N
TapAywyo KvoAivng. Avti 1 néBodog mheovektel oe oYM LE TNV TPOTYOLUEVT KOOMS
TO0 TPAOTO Kol TO dVTEPO GTASO TNG GLVOETIKNG Topeiog mpaypatomombnke oe pia
avtidpaon. Emiong, 6Aa ta mpoidvta twv mopamdve oTadimv NTav vOAVTO OF
KOwo¥g d10A0TES Ontwg T0 diylwpopedavio (CH2Cl2), cvvenmg kabapictnkav evkoro

LE xpNon YpoUHoToypaeiog oTtHANG vynAng amddoons. Ola ta teAkd mpoidva iyov
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onpeio &emg avm tov 320°C kot pesaio ¢ VYNAN S10ALTOTNTA GE SYA®POUEDAVIO.
Ta avtictorya mopdymyo pe yAdpo-vmokoteotnuévr TV PevioAdedidn mov
ypnoortombnke ,mopdA0 oLV MTav €VIIALTA, NTAV YOUNANG KoBapOTNTAS OTM®G
QAvVNKE amd TN (QOCUATOCKOTIKN UEAETN 7oL &ywve. QoTOCO TO. TOPAY®YO TOV
TPoEKVYaV amd TV Tpocnkn g 3- kat 4-eHopofeviardetiong, oto Tedevtaio 6Tdd10,
éomoav kabapd edopato yopic mpoouiEelg, mapoOAo TOL Ol avTioTOLOl YPOVOl
TOPOLOVIG TNG avTIOpaoNS NTaV apKeETA VYNAOT Kol 0 EAEYYOC LLE XPOUATOYPAPIN

Aemthg oTOPAd0G E01VE OLGOPT EIKOVOL.

A&ilel va onuelwbel 611 Kou otic 600 cvvleTIKEG Topeieg o1 amMOddGELS TV
avTopdcemy oto 4 TPpOTO 6TAd NTOV OPKETE VYNAEC, evd oto 5° Kot teElevTaio
016010 OAO T TEMKA TTPOiOVTa Elyay PETPLEG amodocels. TENOG , Eyve EmMAOYN TEMK®OV
TPOIOVTOV, amd T0 GOVOAO TV TOPAYDY®V TOV GLVTEONKAY, BAcel TG KabapoTNTAS,
oL emPePordOnKe LE PACUATOGKOMIKE dEGOUEVA, OAAG KOt TNG OLOIOTNTAS TOVS GTO

Bevlulidevo- népog tovg.

A6 ta pacpata NMR dwmiot®dnke 011 1 otepeoynieion Tov dSUTAOD dEGHOD
avBpaka-almtov, ota teMkd Tpoiovta, NTav (E) dmwg kot avapevotay kabog etvor to
Beprodvvapikd otafepdtepo 1oopepés. Ta telkd mapdymyo oTtaAdnkay yuo ftodoyikn
arotiunomn oto wotrtovto REGA oto BéLy1o yia va diepeuvnBei n mbovn aviukn tovg

opdon.
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