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EYXAPIZTIEZ

H T1apolca METATITUXIOKN €pyacia €KTTOVABNKE OTO EPYQOTHPIO
OpyavikAg Xnueiag Tou Tunuatog Bioxnueiog kail Blotexvoloyiag Tou
MavemmoTnuiou Oeocoaliag, utmd Tnv emiBAewn Tou Kabnyntp Opyavikig
Xnueiog kK. Kopiwtn AnunTpiou Tov otroio Ba ABeAa va euxapIioTAOW Yida TIG

ETTOIKOOOMNTIKEG TOU UTTODEIEEIG.

Etiong Ba ABeAa va ek@pdow TIG EUXAPIOTIEG JOU OTN PETADIOOKTOPIKN
epeuvnTpia K. Mavtd Ztuliavl KaBwg €TTiong Tov uttown@io SIBAKTOPA K.
KoAAGT0 NIKOAQO yia TNV TTOAUTIUN BorB€id TOug Kal yia TV TTaPOXT OAWV Twv
€QodiwvV TToU pou peTaBifacav woTe va OAoKANpwOEi N TTapouca diaTpipn.

TéNOG, Ba ABeAa va euxaploTAOW OAO TO TTPOCWTTIKO Kal Ta HEAN
gEpyaoTnpiou yia TV UTTOO0XN KOl TO €UXAPIOTO KAiua Ouvepyaoiag Trou

@pPOvTIoav va eTTIKPATEI KaB’6ANn Tn diIdpKEIa.
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NEPIAHYH

Ta vOUKAeoQITIKG avaAoya gival yopia Ta OTTOIa TTPOKUTITOUV ATTO OOMIKEG
TPOTTOTTOINCEIC TWV QUOIKWY VOUKAEOQITWY TTOU QVAKOUV OTNV YEVIKOTEPN
katnyopia Twv B-N-yAukoliItTwyv kal dladpapaTiouv KaBopIioTIKO pOAo OTn
Bepatreia TOU KOPKIVOU KAl TWV I0YeEVWV  AoIHwEEwY. MeydAog aplBuog
VOUKAEOQITIKWY avaAOYyWV dpOuV WG  AVTIMETAPROAITEG, avTaywvifovTal Toug
QUOIKOUG VOUKAEOCITEG Kal OAANAETIOPOUV HE EVOOKUTTAPIOUG OTOXOUG WE
OKOTTO TNV TTPOKANCN TNG KUTTOPOTOEIKOTATAGS. AAAOI TTAAI EVOWMUOTWVOVTAI
Kard Tnv avtiypaen f tnv emdidpbwon Tou DNA, odnywvtag €101 OTOV
TEPMATIONO TnG O1adikaoiag ouvleong Tou evw GAAOI AsIToupyouv  wg
QVOOTOAEIG TNG TTOAUMEPAONG.

2TV TTapouca SIMTAWMATIKA Epyacia TTepIypA@ETal N OUVOETIKN TTopEia
VEWV VOUKAEOCQITIKWYV avaAOywv, PE TPOTTOTTOINON OTn PACH, WG €V BUVAEI
QVTIKOPKIVIKOI KAl AVTIIKOi TTAOPAYOVTEG.

Ta véa poépia TTou ouvtéBnkav oto gepyacThpio Opyavikng Xnueiag Tou
TMAMaTog Bioxnueiag kai BiotexvoAoyiag Tou MavetrioTnuiou @cocoaliag givai
Ta TTUPAVOVOUKAEOQITIKG avaAoya TTou Qépouv oTnv 5-6€on TG oupakiAng: 1-

aiBuAo-2-@B6poReviOAio Kal 1-aiBulo-2-xAwpoBevlOAio.
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ABSTRACT

Nucleoside analogs are molecules that result from structural modifications
of natural nucleosides belonging to the general class of beta-N-glycosides
and play a key role in the treatment of cancer and viral infections.
Many nucleoside analogs act as antimetabolites, natural nucleosides compete
and interact with intracellular targets to cause cytotoxicity. Others
incorporated during replication or repair of DNA, leading to the termination of
the composition process while others function as polymerase inhibitors.

This dissertation describes the new synthetic route of nucleosidic
analogues, bearing modifications at the base moiety, as potential anticancer
and antiviral agents.

The new molecules which were synthesized in the laboratory of
Organic Chemistry, Department of Biochemistry and Biotechnology,
University of Thessaly are pyranonucleosides bearing with: 1-ethyl-2-
fluorobenzene and 1-ethyl-2-chlororobenzene at 5-position of uracil.
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1.EIZArQrH

1.1 Yéaravlpakeg

Ta odkxapa r udatdvlpakeg ouvioToUV pia TTOAUTTANGR TAEN QUOIKWY
TPOIOVTWY, KOIVO XOPAKTNPIOTIKO TwV OToiwv  €ival  OTI  AatmmoTeAOUV
TTOAUUSPOSUAIWMEVA TTOPAYWYO OASEUSWY KOl KETOVWYV 1 TTEPICOOTEPO
TTOAUTTAOKWYV EVWOEWV TTOU PTTOPOUV va udpoAuBouUv Trpog autd Ta
mapdywya. H ovopacia udaravlpakeg 1TponAbe amd 1o yeyovog OTI TTOAAG
OAKYXapa TTEPIEXOUV TO UOPOYOVO Kal TO 0EuyOvo o€ avaloyia 2:1, 6TTwg dnA.
Kal 07O vePO, TT.X. N Koivry ¢axapn TTou €xel EUTTEIPIKO TUTTO C12H22011, dnA.
C12(H20)11. Ta odkyxapa TagivopouvTal o€ atTAd OAKXapa | JOVOOAKXOPITEG,
Ta OTToia ATTOTEAOUV Kal TIG ATTAOUCTEPEG OOMIKEG HMOVADEG TNG TAENG QUTAG,
OICOKXAPITEG 1 YEVIKOTEPA OAIYOOOKXAPITEG, Kl TTOAUCOKXapiTeg. ETTiong,
uTTdpxouv TTapaAAaypéva OAKXAPa TTOU TTEPIEXOUV GAAEC OuddeEg, TT.X. TNV
QUIVIKA opdda, KaBwg Kal oUVOETA TTaPAywYa TwV OAKXAPWYV TTOU KAAoUVTal
YAUKOCiTEG.

Aopn

ApXIKG yIvoTav 8ekTO OTI Ta 0AKYapa €ival AKUKAES EVWOEIG, YI'auTo Kal
ouvnBiIfétav va ypAa@eTal o TUTTOG TOUG O€ KATAKOPU®n OIdtagn, ME TNV
KapBovuAiky opada mpwtn (C-1, oTmig aAdoleg) 4 deutepn (C-2, OTIg
KETOLEG),apyxiCovTag atmd 1o TTAvVW PEPOG TTOU TTPONYEITAI OTNV apiBunon Tou
avBpakikou okeAeToU. Me Tn doun auTh KABe aAdoln pe v atopa C €xel v-2
XEIpOuop@a kévipa (aoUpueTpa atopa C) kal kGBe keTdln v-3. H ammAoloTepn
aAdOln cival n YAUKEPAADEUdN, PE éva acUupeTpo drouo C, yia Tnv oTroia Ta
evavtiogepr) ovopadovrtal D- kail L-, cupgewva pe TV TaAid ovouaooia, f; R- kai
S-, oupgwva pe T vedtepn. OAa 1o odkyxapa Trou €xouv Tnv idia
oTEPEOXNMIKY) Kataokeury ME TN D- yAukepaAdelidn, OnA. w¢ TTPog TO
TTpoTeAeuTaio Toug drtopo C, katardooovrtal otn D- ogpd, evw av n
oTepeoxnMeia Tou idlou arduou poiddlel pe Tnv L- yAukepaAdelidn, TTOAU oTrdvia,
avikouv oTtnv L- oepd. H Tpwtn KeTdln Me Xeipouopo C eivalr n
€EPUBPOUASGCN. ZTn @UON cuvavtoUue Tn YAUKOLN Kal T QPOUKTOLN, TA TTIO
dladedopéva atmAd odkxapd, OTTOKAEIOTIKG pe TR D-pgop@ry TOUug, TTOU
BpiokovTal o€ KGBe (wvTavo opyaviouo.
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D-yAukepaAdeiidon L-yAukepaAdeiion D-gpuBpouldin L- epuBpoulrdln

1.2 KUKAIKEG BOPEG MOVOCAKXAPITWY - ZXNHUATIONOG
NMUIOKETAANG

Etmeidry otnv mpayuaTikdTNTa N avbpakikry aAucida dev eival euBeia,
MTTOPOUME EVAAANQKTIKA va ypAWOUuE TOUG idI0Ug TUTTOUG JE MIa dIAPNOpOWon
oTnVv oToia Ta akpaia droua TTAnoidlouv (KUKAIKR Soun). H dour auth
TIPOKUTITEl aTTO TN duvatdtnTta TTou €xel éva udpofUAIo va avTidpAoEl
€EVOOUOPIOKA PE TO KAPPBOVUAIO TOU COKXAPOU Kal va dWOEl PIa ETEPOKUKAIKN
évwon TTOU QVNKEl OTIC NUIAKETAAeS. H véa auTr) popen eival otaBep oTnv
KPUoTOAAIKA) KatdoTtaon, evw o€ OIGAUPO CUVUTTAPYXOUV O€ ICOPPOTTIa N
GKUKAN (o€ apeAnTéa OUYKEVTPWON) ME TNV KUKAIKF) POP®R, TTOU ETTIKPATE.
2TIG aAOO0EEDLEC ETTIKPATEI N KUKAIKY) Jop®ry ME ECaUEAR SAKTUAIO Kal O SOUEG
auTéG ovoudaldovTal aAdOTTUPAVOLEG, eV OTIC KETOCEG ETTIKPATEI GANOTE O
TeviapgeAlg kal dANoTe O e€apeAig OAKTUAIOG Kal oI OOUEG OVORALOVTal
KeTOQOUPAVOLeG I KeTOoTTUpaVOeg (EIkOvVa 1)
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Eikéva 1

‘ETol, n D-yAukdln amravid o€ OU0 KUKAIKEG HOP®EC ME eCapeAn
OOKTUAIO TTOU €ival QTTOPOVWOIYES Kal yia va dlakpiBolv atmd 1o GAAa
dlaoTepEOPEPr)  KaAouvTal  avwpepr). Ta  avwuepy TG YAUKOING
xapakTtnpifovral w¢g a-D-yAukdln kai B-D-yAukdln (4 1o ocwotd a-D-
yAukoTtrupavoln kai B-D-yAukotrupavadln). AvaAoya 1oxUouv Kai yia TIG dUo
Mop@EG TNG D-@poukTdldng, OTNV OTToIa ETTIKPATEI O TTEVTAPEAAS 0EUYOVOUXOG
OAKTUAIOG TNG Youpavolng, KabBuwg Kal yia OAa Ta odakyxapa (Eikdva 2)
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Eikéva 2 (McMurry, John 2000, OPFANIKH XHMEIA, TOMOZ Il — MANEMIZTHMIAKEX EKAOZEIZ KPHTHZ)

Eikéva 3

Toéoo o €€apeAic 600 Kal 0 TrevTapeARS SaKTUAIOG dev gival eTTITTEDOL.

MNa Tapddeiyua, n EMKPATEOTEPN MOPYR TOU TTUPAVIKOU OaKTUAiou TG D-
yAukodlng €ival Tou avakAivipou (Eikéva 3) , ommdte 10 udpofUAIa £XOuv Tn
duvaroétnTa va kataAdpouv gite Tnv agoviki (a- axial bond) €ite TNV 1IoNuEPIVA
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0éon (e- equatorial bond) (Eikéva 4). (A.BapBoyAn (2005). Emiroun Opyavikn
Xnueia, EkdOoEIC ZATN)

l CH,OH
] ~

HO : OH =<

HO OH
H

H

Eikéva 4

1.3 NoukAeoditeg

O1 voukAeoCiTeG TTPOKUTITOUV OTTO TNV €vwon piag BAong Pe pia
mevidldn (udatdvBpakag). H Bdaon utdpei va eival pia 1Toupivn (adevivn,
youavivn) i mupiuidivn (kutoaivn, Buuivn,(cto DNA) 1 oupakiAn (0TORNA))
(Eixéva 5). H d¢ tevtodn Ba civar gite n D-piBdln (RNA) eite n 2 deogu-D-
pIBSCn (DNA) (Eixkéva 6) .H o0leutn ouvteAcital pyéow evog péow B-N-
YAUKOQITIKOU OECUOU PE TO avaywyiké udpoguAio Tng TTeviddng ( Tou avBpaka-
1) (Exéva 7). OuciaoTikd TTPOKEITAI VIO VOUKAEOTIOIO XWPIG TIC PLOPOPIKES
TOUG OUGdEG.

Moupiveg
' 7 N, , :
1 n
. . N
J N SN N HN\N N
) F°H H H
Baown Sopn Mouvpivng ABevivn Fovavivn
MupiBiveg
& NH; I
p N5 2 N AN w” NCH
N f HE ) sl
2 N 4 ~ N X W ( N
2 ) H } H H
Baour Sopf Kutogivn Qupaxiin BSupivn
Trupipdivng

Eikéva 5
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Eikéva 6

(0]
| NH
HO N/K o}
o) ~f——— N-TAukoQITiK6g
Aeopog
OH OH
Eikéva 7

H Trapackeury TpotTrotroiNuéVWwY VOUKAeolITwy, oTn Bdon r/kar oto
OAKXAPO TTAPOUCIALEl HEYAAO EPEUVNTIKO €VOIAQEPWY ECAITIOG TNG EUTTAOKNG
TOUG OTIG OIadIKOOIEG aVTIYPAPAG KAl PETAYPAPNS POKTNPIOKWY KAl 1IKWV
YEVOMUATWY KAl TTAPEUTTOBIONG TTOAAATTAACIOCUOU TWV KAPKIVIKWY KUTTAPWV.

1.4 Tpé1TOG dpAONG VOUKAEOLITWYV
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H emAekTIK TTapéuBaon otn Bioouvleon TwV VOUKAEOTIOIWV aTTOTEAEI
BaoIKO OTOXO BEPATTEUTIKWY OTPATNYIKWY (AVTIKAPKIVIKA, QVTIKA (APUaKQ),
eTTEION T TAXEWGS TTOANATTAQCIACOMEVA KAPKIVIKA KUTTAPO KAl OI 10i CUVBETOUV
pMeyaAuTepeg TTO00OTNTEG DNA Kol RNA, dpa €xouv TTOAU  HEYOAUTEPEG
ATTAITAOEIG O€ VOUKAEOTIOIN a1md T @QuoloAoyikd. O KUplog OTOXOG Twv
TPOTTOINKEVWY VOUKAEOZITWYV gival N d1adIkaoia avTiypaeng Tou TwV KAPKIVIKOU
N 1KOU yevwpaTog. O1 TpoTToIiNuéVOl VOUKAEOCGITEG UTTOPOUV va €I0EABOUV OTa
KUTTOpa PE TTadnTikn didaxuon. BéBaia Ta avdAoya VOUKAEOQITWY TTPETTEI VO
xopnynbouv oTn HN-@WOEOPUAIWUEVN TOUG HOP®H, KaBwG cival 10iaiTepa
OUOKOAO 01  PWOQPOPUAIWPEVOI  VOUKAEOCGITEG  (OVTOG  QOPTIOPEvVOl)  va
dIaTTEPACOUV TNV KUTTAPIKN /KAl TNV TTUPNVIKA MEPBPAvVN atToudia KATToIou
€I0IKOU  OUCTANOTOG  METAQOPAG TI.X. MIAG OUYKEKPIUEVNG  TTPWTEIVNG
METAPOPAS. Ta VOUKAEOOIBIKA avaAoya  €ival oTnv TTPAYMATIKOTNTA TTPO-
Qdppaka , dedopévou OTI TTPETTEI VA PWOPOPUAIWBOUV TTPIV JETATPOATTOUV O€
EVEPYEG ouoieg Kal autd atToTeAEl TO KAEIDI yia TNV ETTIAEKTIKOTATA TOUG.H
PWOPOPUAIWCH TOUG KATOTTIV EVOOKUTTAPIKA TTPOG TIG TPI-QWOPOPIKEG TOUG
MOP@EC (VOUKAeoTIOIa) KaBIoTd duvaTh TNV &VOWPATWON TOUG OTnV ETTI
emuNKuvouevn aAucida Ttou DNA 3 RNA TTPOKOAWVTAG avOOTOAN TnG
QAVTIPPAPNG TOU YEVETIKOU UAIKOU.

NH, NH, NH,
N/j N | N/j
“J\ D“‘L\
D“’l\N 0"\, N
0] 0 0
OH OH £ OH OH
OH OH F OH
Deoxycytidine Gemcitabine Ara-C

Eik6éva 8: Avaloya Trupipidiviv

1.5 AVTIKAPKIVIKA VOUKAEOQITIKA avaAoya
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O1 kapkivikoi 6ykol xapakTtnpifovral atmrd KUuTTapikf Olaipeon Kai
TTOAATTAQCI00OUO, N oTroia dev eival TTAéoV eAeyxOpeEvN aATTO TOUC KAVOVEQ
avamTuéng, OTTwWG eival 0TOUG QUOIOAOYIKOUG 10TOUG. lNa TTapddeiyua, T
"puaolooyikd" KUTTapa OTAPATOUV va dlaipouvTal, OTaV EPXOVTAl OE ETTAPN MWE
TA YEITOVIKA TOUG KUTTOPA. Ta KAPKIVIKA KUTTAPA XAVOUV QUTH TNV IKavoTnTa
(kal AAANeC TTOAAEG) Kal ETTOPEVWG OEV UTTAKOUV TTAEOV O€ Kavévav €AEYXO Kal
Oev dlaTNPOUV TIC I00PPOTTIEG TNG KUTTAPIKAG dlaipeong. H kavétnTa Tng
XNUEIOBEPATTEINC VO OKOTWOElI TA KOPKIVIKA KUTTapa e€EaptdTtal atmd Tnv
IKOVOTNTA TNG VO OTAPATACEI TV KUTTAPIKA dlaipeon. Av Ta KUTTapa dev gival
o€ Béon va diaipebouv, Ba TeBdvouv. Oco TTI0 Ypriyopa Ta KUTTAPO
dlaipoulvtal, TOCO TIO TIBAVO €ival N XnuUEIOBepaTTEid va Ta OKOTWOEI,
KAvovTag Tov OYKO VO CUPPIKVWOEI.

MoAAG voukAeolITIKG avaAoya TTapackeuddovTal Kal OTn CUVEXEI
agloAoyouvTtal wg TTPog TN BlIoAoyiKA Toug dpaon pe oTdXO TN XPAON Toug oav
QVTIMETORBOAITEG yIa TNV AVTIMETWTTION Ol0@OpwY  HopYwv Kapkivou. Ol
avTiueTaBOAITEG  Eival XNUIKES eVWOEIC O OTToiEG TTPOCOPOIAlouV OTa UOPIa
TTOU XPNOIYOTTOIEI TO KUTTApPO yia ouvBeon Tou DNA ( dpouv otn @don S Tou
KUTTOPIKOU KUKAOU). Or1 avTINETOROAITEG EVOWMPATWYVOVTAI OTIC KUTTOPIKEG
Oouég 1 avacTéAouv €éviupa aTTOPAITNTA OTO KUTTAPO ME QTTOTEAEOUA N
KutTapikr) Olaipeon va avaoTtéAAetal. Eivar avdloya Twv popiwv  TTOU
OUMMETEXOUV OTNV CUVOECN TWV TTOUPIVWV KAl TWV TTUPIMIBIVWYV. ZTr CUVEXEIQ
TTapaTiBevTal opiopéva ATTo Ta

AvTIUETABOAITEC TTOUPIVWV

e 6-Mepkarrromroupivn (6- MP) (Eikéva 9). XpnoiyoTroigital Katé KUplo
AGyO yia Tn diatpnon TG UPEoNG O0TNV Oggia Aeu@OBAACTIKY Acuxalpia.

6 — mercaptopurine

Eikéva 9

15

Institutional Repository - Library & Information Centre - University of Thessaly
15/10/2023 16:56:35 EEST - 167.114.118.212



e 6-Otioyouvavivn (6-TG) (Eikéva 10). XpnoIyOTToIEiTAl KUPIWG yIia TN
Bepartreia TNG 0&eiag PN AEUPOKUTTAPIKNG AeuXaIdiog o€ ouvOUao o HE
daouvopouIkivn Kal kutapapivn.

6-thioguanine

Eikéva 10

AvVTIUETABOAITEC TTUPIUISIVWV

o 5-®0oplooupakiln (5-FU) (Eikéva 11). XpnoiyoTtrolgital Kupiwg yia
TNV QVTIUETWTTION CUMTTAYWV OYKWV TTOU avaTtriTuocoovTal apyd (TT.X.
KAPKIVWHOTA TTaXE0G EVTEPOU Kal 0pBoU, acTOU,woBnKWY, TTAYKPEATOG
Kal oToudxou).
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NH

5- fluorouracil

Eikéva 11

e Kutapaivn (AraC) (Eikéva 12). XpnoigoTrolgital atnv KAIVIKR) TTpAgn
KUPpIWG yia TNV QVTIMETWTTION TNG O&giag PN AEPNQOKUTTAPIKAG
(MugeAoyevoug) Asuxaiuiag, oe cuvduaouod pe 6-TG kal daouvopouBikivn.

Cytarabine

Eikéva 12
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®BoploapaBivn (FAMP) (Eikéva 13). Eivaxprioiun yia TNV QvTIETWTTION

TNG XPOVIAG AEJPOKUTTAPIKAG AEUXAIMIAG.

Fludarabine
Eikéva 13
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1.6 AvTIIKA VOUKA£OQITIKA avaAoya

O1 voukAeo(iTeg Kal Ta avAAoyd Toug TTapePBaAlAdueva oTnv ouvBeon
Tou DNA kai tou RNA ptropoulv va emmnpedoouv €kTOG aTTO TNV OoUvOeon
VOUKAEIKWVY OZEWV TWV KAPKIVIKWY KUTTAPWY KAl TOUG avTIYPAQIKOUG Kal
METAYPOAPIKOUG UNXAVIOPOUG TTOAAQTTAQCIaoOUOU TwV 1WV. Mapéxouv €101 €va
OPKETA EVOIOPEPOV ONUEIO EKKIVNONG YIO TNV QVATITUEN AVTIIKWY QAPHAKWY
(Komiotis D. et al, 2008; Zhou W. et al, 2004; Perigaund C. et al, 1992).

KUpiog oTOX0G TwV VOUKAEOQITIKWY avaoAdywv atrotehouv  or DNA
TTOAUMEPATEG TWV IOV TTOU TTAPOUCIAJOUV ETTAPKN €EEIBiKEUON TTPOG AUTA TA
MOpIa o€ OXEON ME TIG AVTIOTOIXEG TTOAUPEPAOES TWV KUTTAPWV- EEVIOTWV(=
XOauNAnR TogIkOTNTA yia Tov &evioTh). AuTh AoIttdv n éAAelyn e€eidikeuong Tou
IIKOU evCUUOU Tou eTTPETTEL  va OEXETAI WG UTTOOTPWHOTA Kal avaAoya
VOUKAEOCQITWV TA OTTOI0 KAl QWOQOPUAIWVEI PE eTTITUXia. AvTiOeTa To €viupo
TOU KUTTAPOU &evioTr) AOyw TNG MEYAANG €€e1dikeuong TV OTToIa TTAPOUCIALE]
eV PWOPOPUAILVEI AUTOUG TOUG VOUKAEOCITEC.KaTaoTEAAETOI €TOI N OUVOEON
Tou DNA, mrapeupaivovrag otov mmoAupepiopd tou DNA kai TeppaTideTal n
emékTaon TG aAucidag DNA (avTiypa®r Tou 1IKOU YEVWHATOG).

Mapadeiypara:

1) Epmrnroioi ( HSV 1-2)

O
Br
= | NH
N O
@]
OH
Brivudine Penciclovir
Eikéva 14
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2) EpmrnTikn (HSV) kepaTiTi®a

lodo-deoxyuridine (Idoxuridine)

Eikéva 15

3) 16¢ TnG avBpwITivng avoooAoyIikAG avetrdpkelag (HIV)

i NH,
ClH,
HN
)\)‘T
(8) N
H

SN
o LA,
0

HO o

Na

AZT ddC ddl

Eikéva 16
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4) Hrartitidac B

Emtricitabine
Eikéva 17

TéNOG agiCel va avapepBei OTI UTTAPYXOUV Kal avAAOya VOUKAEOITWYV TTOU
dpouv w¢ AvaoToAeic Tng ouvBeong Tou RNA (1moAioioi, 16¢ NG ypittng)/
Tétolog avaoTtoAéag eival n  Piymrafipivn. H kapBofapidiky  opdda Tng
pIuTTapIpivNnG  CUPPAAAEl WOTE TO VOUKAEOCIOIO VA OCUPTTEPIPEPETAl WG
adevoaivn ) youavoaivn avaloya Pe TNV TTEPIOTPOPH ToU popiou. Na 1o Adyo
autd, 6tav n piutTapipivn evowpatwvetal oto RNA, wg avdloyo €ite Tng
adevivng eite TNG youavivng, (euyapwvel e€icou KaAQ €iTE JE OUPAKIAN EITE UE
KUTOQiVN, TTPOKAAWVTAG METOAAGELEIC oTnv avTiypa®r) Twv RNA 1wv. TEToleg
METOAAGEEIC KaTa kKavova ival BavaTneoépeg yia Toug RNA 1oUG.

HO

OH OH

Ribavirin
Eikéva 18
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1.7 NoukAeolITIKA avdAoya ME OCAKXAPO MIa £E6CN

O1 épeuveg TTOU £XOUV TTPAYUATOTTOINOEI PEXPI OANEPO PE OTOXO TN dnuIoupyia
QAPMAKWY PE AVTITNKI KAl QVTIKAPKIVIKA dpAaoTn, apopouoav KUpiwg aTn XxpAon
VOUKAEOCITIKWYV AVOAOYWV TTOU €XOUV WG CAKXAPO Hia TTEVTOLN Kal QEPOUV TN
B-atreikovion. H omroudaidTnTa Twv TTEVTIOJWVY avayvwpioTnKe atmd Tn oTIyHN
TTou n pIBOCN kai n OegofupiBOCn TauTOTTOINONKAV WG OCUCTATIKA Twv
VOUKAEIKWV 0&éwv. Ouwg, opiopéva TTPoBARUATA TTOU TTPOEKUYAV ATTO TN
XPNoON TwV  @QOUPAVOVOUKAEOQITIKWY avaAdywyv, OTTwG O  QAVETTAPKAG
METABOAIOUOG TTPOG TIG EVEPYEG TPIPWOPOPIKEG OOMEG TOUG, N XNUIKA N
evQUUATIKA ATTEVEPYOTTOINCT TOUG, N TOGIKOTATA, N EJPAVION VEWV AVOEKTIKWV
IV Kal OyKWV Kal TEAOG 0 PIKPOG XPOVOG NUICWNAS KAl KATA CUVETTEID XPOVOG
0pdong Toug, £0TPEWPAV TO EVOIOPEPOV TWV ETTIOTAPNOVWY OTN PEAETN TNG
QVTIKOPKIVIKAG KAl QvTiKAG OpAong VEWV VOUKAEOCJITIKWY avaAOywv Kal
EIBIKOTEPA QUTWV TTOU PEPOUV WG OAKXAPO HIa £€0LN.

Oa Tpétrel va TovIOTEl OTI n €peuva yia TNV avakdAuyn avTiilkwy Kal
QVTIKOPKIVIKWY VOUKAEOQITWV PE €CANEA UDATAVOPAKIKO OAKTUAIO €iXE WEIVEI
OPKETA BrPATA TTIOW O€ OXEON PE AUTH TWV BIOAOYIKWG EVEPYWV VOUKAEOLITWV
ME TPOTTOTTOINUEVOUG TTEVTANEAEIG OAKTUAIOUG.

210 gpyaoTtipio TG Bio-OpyavikAg xnueiag Tou TuRpaTog Bioxnueiag kai
BiotexvoAoyiag Tou MavemmioTnuiou @socoaliag, éxouv ouvteBei @BopIwpévol
TTUupavovoukAeoliteg (Manta et al. 2007), ol OTTOi0I PEILVOUV ATTOTEAECUATIKA
™ OpaoTikOTATa TNG PARN, éva éviupo-kAeldi otnv amoikodounon Tng
TTOAUAdEVUAIKNG oupdg (TTOAU(A) oupdg) (Eikéva 19). Ta ouykekpipgéva
VOUKAEOQITIKA avAAoya PTTOPOUV va XPNOIKMOTTOINBoUV WS TTPOTUTTEG EVWOEIG
yla TNV avaTtTugn véwv evwoewv TTou Ba utropouv va puBuifouv tnv PARN
(Poly(A) specific RiboNuclease) (Balatsos et al. 2009).

R
NHCOCgHs5
R4 XN
N
"o | N/gO "o \)N
o O N N/
F F
HO HO

OH OH

R=OH,R;=H

R=OH,R,=F

R = NH2, R1 =H
R = NHCOCgHs, R=H

Eikéva 19
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AKOUN, @BOPIWUEVOI TTUPAVOVOUKAEOCITEG €XOUV agloAoynBei Kal wg
QVOOTOAEIG TNG WOo@opuldong Tou yAukoydvou (GP), évCupo HPE KEVTPIKO
POA0 oTov KaTaBoAiopd Tou YAukoydvou Kal UuTTeUBuvo yia Tnv TTapaywyn
YAukdlng oTo aipa (yAukoyovoAuon). H AemTropepri¢  avaAuon  Twv
TOPAYOVTWY TTOU  KaBopidouv Tn  OUVOECN  HIKPOMUOPIOKWY  EVWOEWV
(avaoctoAéwv) otn GP og popiakd eTTitTedo, TTAPEXEl TN dUVATOTNTA EAEYXOU
TNG €VCUMIKAG Toug Opdong 1 Kal TNG QvemOUUNTNG aTToIKOOOUNONG
yAukoyovou, oTo oakyxapwdn OlaBATN TUTTOU 2, OTTOU N UTTEPYAUKAIYIO
atroTeAei coBapd 1aTPIKO TTPORANUA. ZUYKEKPIUEVA, GOOPIWMUEVO! TTUPIMIBIVIKOI
YAUKOTTUPAVOVOUKAEOCiTEG  KABWG  Kal éva  @Bopiwuévo  deou-
TTUPavOVOUKAEOQTIKG  avdhoyo Tng  N*-BevloiAokuTtooivng  atodeixdnkav
QVTAYWVIOTIKOI QVAOTOAEIG TNG WO POPUAACNG Tou PUikou yAukoyovou (GPb)
(Tsirkone et al. 2010).

QoT1o00, Ta TEAEUTAia XPOVIA £XOUV QVOKAAUQPTE VEEC OEIPEG BIOAOYIKA
EVEPYWV OKOPEOTWYV VOUKAEOQITWY HE €EaueAr] udaTavlpakikd SakTUAIo. Ol
OKOPEOTOI  POOPO-KETOTTUPAVOVOUKAEOCITEG, Ol OTToi0I  OuvTéBnKav OTOo
epyaotrpio Opyavikng Xnueiag Tou TuRuatog Bloxnueiog kal BiotexvoAoyiag
Tou lMavemmoTnuiou Ococoaliag (Manta et al. 2007) kaBwg kal GAAol avaAoyol
TTupavovoukAeo(iteg (Leclercq et al. 1992, Khan et al. 2001, Ollapally et al
1999, Egron et al. 2002) é€xouv agloAoynbei yia TIG QVTIKEG KOl TIG
QVTIKOPKIVIKEG TOUG 1810TNTESG (EIKOVA 20, evwoelg 1-5 ). AgloonueiwTn €ival n
avTiiKf pdAaon evavTl Tou evTEPOIoU (rotavirus), Trou eTédeIEav o1 evwoelg 1a,b,

2 kal 4a,b.
X NHBz o)
Y \N N AN N
laR=Tr,X=NHBz, Y=H 3aR=Tr
1bR=H,X=NHBz, Y=H 3bR=H
1cR=H,X=0H,Y=Cl X 0
Y. \N N /
4aR=Ac,X=NHBz,Y=H 5aR=Ac
4bR=H,X=NHBz,Y=H 5Sb R=H

4cR=Tr,X=OH,Y=F
4dR=Ac,X=OH,Y=F

Eikéva 20
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Emmpdobera, aKOPEDTA KETOTTUPAVOVOUKAEOLITIKA avaloya
TTapousiacayv, O TIPONYOUUEVEG WEAETEG, ONUAVTIKI) AVOOTOATIKA OpdAon
EvavTl d1IaQOPWV KAPKIVIKWY KUTTAPWV in vitro aAAd Kail in vivo (Komiotis et al.
1991, Patterson et al. 1998, Komiotis et al. 2008) (Eikova 21, evwoeig 6-10).

0 (0)
O

- N
O
e F -
6aR=Ac NH -~ \
‘QN \ N 6]

RO R

(o) Cl /
N
7 Q\ /> 8a R = Ac o 0 N
AcO 0 NN 8b R =Bz S ><o
lQ BzO N \ N
N — \
10a R = OH
10bR=H
Eik6éva 21

210 gpyaocTthpio Opyavikng Xnueiog Tou TuAUaTog Bioxnueiag kai
BiotexvoAoyiog  ouvtébnke  emmiong uia véa  evdlagEépouca  oelpd
€€OPEBUAEVIKWV Kal aKOPeOTWY £CONEBUAEVIKWY TTUpavOVOUKAeodITwy (Agelis
et al. 2007), o1 oTroiol €TTiONG TTAPOUCIACAV ONPAVTIKY avTiKA dpdon &vavTi
Tou evtepoiol (Eikéva 22, evwoeig 11 kai 12a).

O O
| NH | NH
HO N/go RO N/gO
HO
O O
OH S

11 12aR=Tr

12bR=H

Eik6éva 22
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2. EIAIKO MEPOZ

2.1 Z16X0G — OKOTrOG MEAETNG

AVTIKEIUEVO TNG TTOPOUCAG METATITUXIOKAG €pyaciag €ival n ouvBeon
TPOTTOTTOINUEVWY TTUPAVOVOUKAEOQITWY OTO TUAMA TNG ETEPOKUKAIKAG BAON,
ME OKOTTO TNV €UPECN VEWV AVTIKAPKIVIKWY Kal avTiiKwy TTapayoviwy. O1 véol
VOUKAEOCITEG OTOXEUOUV OTNV KAAUWN TNG OAO Kal augavouevng avaykng yia
QAapgoKa e augnuévn oTaBepdTNTA KAl OTTOTEAEOUATIKOTNTA, UWNAN
B100100eCIUOTNTA KAI PEIWPEVES TTAPEVEPYEIEG KAl AVOOOKATAOTOAR.

NoukAeoQITikG avaloya, w¢ TBavoi  avaoToAgic  avaBoAiopou
VOUKAEIVIKWV 0&EwV, TTai¢ouv €va onuavTikd poAo 0Tn BepaTreia Twv aoBevwy
ME VEOTTAQCIEG KAl KATAOTPOWPIKES IOYEVEIG AOIMWEEIG. EKTETAPEVES UETATPOTTEG
£XOUV Yivel TOOO O0TNV €TEPOKUKAIKY Bdon 600 Kal OTO TUNHA TOU OaKXAPOoU Yia
TNV avalAtnon ATTOTEAECHATIKWY KAl ETTIAEKTIKWYV TTOPAYWYWYV HE BEATIWPEVN
BioAoyikfy dpdon. Idiaitepn TTPocox O06nke OTOUG VOUKAEOCITEG ME
Tpotrotroinuévn Bdon, kKabwg eivalr yvwoTtd OTI o1 C5-uTToKaTECOTNPEVOI
VOUKAEOCITEG TTUPIMIBIVNG €XOUV eVOIOPEPOUTESG PIOAOYIKEG 1O10TNTEG, (AVTIIKEG
KAl avTIKAPKIVIKEG). 'ETOl €xel 0N TTpayuatotroinfei oto €pyacTrpid pag n
ouvBeon Twv C5-aAoyovo- kal C5-aAKUVUAO-YAUKOTTUPOVOVOUKAEOQITWV TNG
oupakiAng  (evwoeig 15 kai 16,avrtioToixa, Eikdéva 23), o1 omoiol €xouv
eEMpavioel afloonUEiWTEG KUTTOPOTOEIKEG 1I010TNTEG KAl  ETTITTAEOV  €XOUV
aTTodEIXBEI 1I0XUPOI aVACTOAEIC TNG WO POPUAAGGCNS TOU YAUKOYOVOU .

0
R o)
R NN
NH \
HO HO ‘
HO HO N 0
HO
OH HO on
15aR=F 16a R = C3H,
15b R = CI 16b R = C5H11
15¢ R = Br
15d R =1
Eikéva 23
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To M0 atroTEAEOUATIKO avAAOYyO £vavTl TG AVATITULNG TPIWV KAPKIVIKWVY
KUTTOPIKWY oelpwyv (L1210, CEM, Hela) ammodeixBnke o VOUKAEOCITNG TTOU
@EPEI PAIVOAIKO BOKTUAIO O0TnV 5-6€0n TNG oupakiAng, TTapoucialovtag IC50 =
5- 6 uM (Eikova 24).

OH

Eikéva 24

Baoi{ouevol otnv agloonueiwtn dpdon Tou avwTépw TTUPAVOVOUKAEOCITN
KAl WG OUVEXEID TOU HOKPOTTPOBEOUOU  evOIAQEPOVTOS  UAG OTOUG
TPOTTOTTOINWEVOUG OTNV ETEPOKUKAIKA BAon TTupavovoukAeoliTeg, Bewproaue
evOla@EPOUCa TNV €lo0aywyr OIa@OopwWV UTTOKATAOTATWY OTO  (PAIVOAIKO
OOKTUAIO KOBWG Kal TNV HPEPIKA Kal TTARPN avaywyr Twv TPITTAWY OECUWV
QUTWV TWV TPOTTOTTOINUEWV TTUPAVOVOUKAEOCTTWYV ME OTOXO Tn dOnuioupyia
VEWV  ATTOTEAECMATIKOTEPWY  TTAPAYOVTWY. 2TV TTapouca  epyaoia
AvaQEPOUUE TN oUCEUEN BIAPOPWY UTTOKATAOTATWY HE TO QPAIVOAIKO dAKTUAIO
TWV TTUPAVOVOUKAEOQITWY TnG 5F-oupakiAng. H ouleugn autr, yvwoTh wg
avTidpaon Sonogashira, €mMTEUXONKE PE MIO ATTOTEAECUATIKI KOl ECAIPETIKA
Taxeia Kal upnAng amédoong pyeBodoAoyia uttoonBoupevn ammd PIKPOKUUATA.
2 UYKEKPIMEVA TTPAYHATOTTOINBNKE N €l0aywyn @Bopiou kal xAwpiou otn Béon-
2 TOU QQIVOAIKOU OAKTUAIOU. ZTn OUVEXEIQ ETTIXEIPAONKE N MEPIKA Kal TTARPENG
avaywyrn Tou TPITAoU &e0puoU Twv HOopPiwv autwyv ETTAéov peAETHONKE N
KUTTOPOTOEIK  OpAcn  TWV ~ VEOOUVTIOEPEVWY  EVWOEWV  TOOO  TWV
OKETUNIWPEVWY OO0 KAl TWV QVTIOTOIXWYV ATTOTTPOCTATEUUEVWV.

To @B6pI0 Kal TO XAWPIO QVAKOUV OTa OToIXEia TNG Oouddag Twv
ahoyovwyv ( opdda 7A Tou TrEpIodIKOU TTivaka). [lMapouaidlouv ueydAn
OpaoTiKOTNTA €€aITiAg TNG BIANOPYPWONGS TNG £LWTEPIKNAG Toug oTIBAdAC TToU
QATTaITEN TNV TTPACANWN VOGS JOVO NAEKTPOVIOU YIa TNV ATTOKTNON TNG OTABEPNS
OouNAG guyevoug aepiou. 'ETal Ta ahoyodva, 1diaitepa 10 ¢BOPIO ( KAl ApECWS
META TO XAWPIO) ival IoXUPA& OEEIBWTIKA PEOQ.

To @BOpIo eival amTapaiTnTo IXVOOTOIXEIO TOU AVOPWTTIVOU Oopyaviouou.
2UvavTaral o€ eAAXIOTN TTOOOTNTA OTA 00Td, T OOVTIA KAl TOUG I0TOUG. H
opdaon Tou O¢gv gival TTAAPwWG KatavonTr) aAAG TTIOTEVETAl OTI EVOWMPATWVETAI
OTa 00Td, OTTWG TO acPéoTio. Ocwpeital OTI OTABEPOTIOIEI TO OKEAETO KOl
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BonBd otnv mpdAnwn TnG ooteomrdépwong. Qg 16v (F7) €xel dIaTTIOTWOE OTI
EM@aviCel TTPOOTATEUTIK Opdacon oTta dOvTia €vavtl TNG TEPNdOvas (10iwg o€
vEQPQ ATouq).

To xAwpio uttd TNV pop@r 16vTwy (CI) gival 1TioNg onUAvTIKG CUCTATIKO
TOU OCWMOTOG.TO avBpwTivo cwua TTepiExel Trepitrou 115 g Cl—. BpiokeTal oto
OoTOPaYO UTTO TNV pop@r) udpoxAwpikou ogéog (HCI) evw artroteAei To KUpIo
OUOTATIKO TOU €EWKUTTAPIOU uypou. Ta etrireda XAwpiou €xouv avTioTpopn
OX€ON ME €KEIVA TWV BITTAVOPAKIKWY, AVTAVAKAWVTAG £T01 TNV 0EEORATIKN
KatdoTtaon. To XAwplo éxel d1apopeg AciToupyieg, auutTepIAapBavouévng NG
O1IaTAPNONG NAEKTPIKAG OUBETEPOTNTAG ME TNV EEOUBETEPWON TWV KATIOVTWV
ommw¢g 10 vdatpio (Nat), evepywvtag w¢ €va OTOIXEIO TOu PUBUIOTIKOU
ouoTAuaTtog Tou pH, BonBwvTtag otnv TEWnN Kal €1Tiong Bonbwvtag oTo va
d1atnENOei N OOUWTIKA TTiEon Kal TO udATIKOG 100CUyIo. XaunAd etrireda Cl-
JIATTIOTWVOVTAlI O€ EPTTUPETEG KATAOTACEIS Kal OTO OIaBATH, &vw uywnAd
EMTTEdA TTAPATNPOUVTAlI OE AVAIMIa KABwWG Kal o€ KAPOIOKESG KAl VEPPIKEG
TTOBNOEIG.

H tpoobnkn @Bopiou 1 xAwpiou 1 @BoplouEvwyv/ YXAWPIWPEVWY
AEITOUPYIKWY OPAdWY O€ €va Opyavikd POpPIo, OUVABWG TO KAVEI AITTOPIAO Ki
QUTOPATO UTTOPEI VO TOU XAPIOEI ATTO EVOIAPEPOUTES PEXPI TTOAUTIUEG I01IOTNTEG.
Omwg €ival n KoAUTEPN QTTOPPOPNOCN KAl KATAVOUR OTOUG 1I0TOUG €VOG
OpYaQVIONOU OTTWG ETTIONG Kal N GueCn dIATTEPATOTNTA TOU QIUATOEYKEPAAIKOU
@PAYUOU TTOU TTPOOTATEUEl TOV EYKEQPAAO POG aTTO TTOAAG, aAA& agrvel Ta
ATé@IAa popia va diépxovtal. O1 deopoi avbpaka @Bopiou (C-F) kai dvBpaka
— ¥Awpiou (C- CI) givai 1o duvaTtoi atrd 10 deoud avBpaka udpoyovou (C-H).
Me Tov TPOTTO QUTO WTTOPEI va adpPavoTTOINOOUV TA NITATIKA EVCUNQ
METABOAIOCUOU, TTOU OTn Ouvéxela Ba OeXTOUV TNV QAPUAKEUTIKY) oucia
aug¢avovtag | autév Tov TpOTTo TNV PBlodiaBsociudtnTa NG, dnAadrh TO
TTOOOO0TO TOU ApPXIKOU HOpIiou TTOU QPTAVEI OTNV KUKAOQOpPIa TOU aQidaTog Kal
KATA OUVETTEID OTA OTOXOTTOINPEVA AppwOTa Opyava WOTE va Ta Bepatreloel.
‘Evag peydAog apiBudS QOPUOKEUTIKWY TTPOIOVIWY TTEPIEXOUV aAoyova Kal
OUYKEKPIUEVA TO PBOPIO Kal XAWPIO

O1 dopégc Twv popiwv TTOU OTOXEUCE N OUVOETIK WAG TTopEia
TTapoucidfovTal oTnv TTapakdTw eikova ( Eikéva 25) :
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3. YAIKA KAl MEOOAOI

3.1 YAIKA 2YNOEZHZ NOYKAEOZOTIKQN ANAAOIQN

MNa Tnv ouvleon Twv VOUKAEOQITIKWY avoAOywv xpnoiyotroiénkav
avTIOPACTHPIO TWV TTOPAKATW ETAIPILYV, TWV OTTOIWV n KaBapdtnTta nrav
QVOAUTIKOU BaBuou:

O¢ikog avudpitng (Ac,0) (Aldrich, Nepuavia)

Mupidivn (Panreac, loTtravia)

AidAupa MeBavoing (MeOH) (Merck, M'eppavia)

Hexamethyldisilizane (HMDS) (Aldrich, eppavia)
Trimethylsilyltrifluoromethane (MesSIOSO,CF;3) (Alfa Aesar, 'epuavia)
Ydpidio Tou acBeoTiou (CaH) (Fluca, eppavia)

AkeToviTpidio (CH3CN) (Merck, M'eppavia)

Mevtogeidio Tou pwoedpou (P20s5) (Alfa Aesar, Mepuavia)

Kopeopévo sodium bicarbonate (NaHCO3) (Merck, Nepuavia)
Kopeopévo sodium bisulfate (NaHSO,4) (Merck, Meppavia)

L R

Avudpo Beikd vaTpio (Na,SO,4) (Merck, Mepuavia)
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3.2 TENIKH MEOOAOAOIIA

3.2.1 Xpwpatoypagia AertAg oTifadag (TLC : Thin Layer
Chromatography)

O éAeyxog Twv  avTIdpAoEwv  TTpAyuaTtotroindnke  péow  TNG
XpwuaToypa@ikig peBddou TLC, O1mouU  xpnoigotroienkav  TTAAKEG
aAloupiviou emmioTpwpéveg pe Silica gel (Merck Kieseilel 60F2s4) éayxoug 0.2
mm. To didAupa Tou UTTO €EETAON OEIiYMOTOG TOTTOBETEITAI UTTO TN HOPEPN
KnAidag oTtnv apxn NG TTAGKOG o€ ammooTacn Tepitou 1,5 - 2 cm. ZTn
ouvéxela n TTAdka TotToBeTeiTal 6pBia evidg agpooTeyous BaAduou oTov OTToI0
€xel AdN eioaxbei KaTGAANAo cuoTnua dIAAUTWY O VWO KATW atrd autd Tng
KnAidag. O BAAaPOC 0 OTTOI0C XPNOIYOTIOIEITAI OTN XPwHaToypagia AETTTAC
oToIBadag artroteAeital amd udAivo doxeio pe KGAupua (doxeio avaTmTuéng).
Méoa oT1o doxeio ToTToBeTEITAI O BIOAUTNG (OTOIRGdA SIaAUTN 0.5 cm TO TTOAU)
Kal To OoXEio KAEIVETAI WOTE va €MITEUXBEI KOPEOUOS TOU XWPOU aTTO TOUG
atyoug tou OIaAUTN. H ToTTo6éTnOoNn Tou OciypaTto¢ oTo TTAAKI®IO YiveETal PE
TPIXOEIOEC TWANVAKI, UTTO hop@ry KNAidag. ETTavw o010 id10 TTAaKi®IO uTTOpOUV
va TOTTOBETNOOUV TTEPICCOTEPEG ATTO Mia KNAIOES (OIAPOPETIKWY OEIYUATWY)
0T0 id10 Uywog atd Tn Bdon Tou TTAaKISIOU KAl O€ i0€C ATTOOTACEIG METAEU TOUG
(1-1.5cm). Metd Tnv ERpavon TNS KNAidag To TTAakidlo ToTToBeTeiTal 0TO doXEID
avamTuéng. O diaAuTtng avamTuéng aveBaivel oto TTAakidio apyd-apyd Adyw
TPIXOEIOWYV PAIVOUEVWY CUPTTAPACUPOVTAC KOl TO OUCTATIKG TOU O€iypaTog o€
OIAPOPETIKEG ATTOOTACEIS (aVATITUEN XpwlaToypa@nuartog). Otav 1o YHETWTTO
avamTug¢ng Tou dIaAUTN TTANOIAdEl TO €TTAVW AKPO Tou TTAaKIOiou TOTE QUTO
atmopakpuveTal amd 10 BAAapo avaTTu¢ng Kal CNUEILVETAl TO PETWTTO TOU
OI0AUTN PE MOAUBI. MeTd TNV avAaTITUEN TOU XPWHATOYPAPAUATOC, TO TTACKIOIO
Enpaiveral (Me pelpa aépa ) Kal akoAouBei 0 TTPOCdIOPICPOS TwV BECEWY TwV
KnAidwv. H diadikaoia aut ovoudleTal EHPAVION TOU XPWHATOYPAPAUOATOC.
Eivar onuavtiké va tovioTei 0TI o1 KnAideg TTpéTTel va gival 600 To duvaTov
MIKPEC Kal va TTpoépxovTal attd apaid dioAUuuata Twv Oelyuatwy (~1-1.5%),
€101 WOTE PETA TNV ELPAVIOT TOU XPWHUATOYPAPANATOS VA PNV TTApATNPOUVTAl
OUPEG KATW atrd TIG KNAIBEG 1 uTTEPKAAUWN auTwy. Ta xpwuaTtoypagrnuata
eM@avifovtal ye wekaopd e didAupa Belikol ogéog (H2SO04) 30%, vy GANoTE
ol KnAidec Twv XpwpuaTtoypa@nuaTwy (TLC) eivar opatég utmmd  Auyvia
utrepiwdoug (UV) ota 254 nm (Eikéva 26).

2uvreAeoTng Ry O BaBudg ouykpdtnong HIag ousiag oTnv XpwuaToypagia
ekppaleTal ye Tov TTapdayovta empRpdduvong Ry, o otroiog opiletal wg o Adyog
TNG ATTOOTACEWCS TTOU KIVIIBNKE N oudia TTPog TNV atmdéoTacn TTou KIVhBnke o
O1aAUTNG. H atmméoTaon 1ou KivhBnke o dIaAUTNG PETPIETAl atmd Tn B€on Tou
METWTTOU, VW N atréoTAC0N TOU OEIYMNATOC PMETPIETAI OTTO TO KEVTPO TNG KNAIdAg
1 ammd TO OnuEIo TTOU AVTIOTOIXEI OTN MEYIOTN TTUKVOTNTA TNG. H Tipn tou Rf
eTTNPEEAdeTal aTTO TTOANOUC TTOPAYOVTEC, OTTWG Tr.X. amd Tn ouoTaon TOU
OI0AUTN avamTuéewg, amd Tn @UON Tou UAIKOU E€TTioTpwong, K.4. €
KABOPIOPEVEG OPWG CUVONRKEC OTTOTEAEI XAPOAKTNPIOTIKA OTABEPA KOl PTTOPEI
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va XPNOIYOTTOINBEI yIa TNV TAUTOTTOINON MIAG AyvwoTNG OUCiag, OUYKPivovTag
TNV TIMA Tou Rf QUTAG PE TIG TIMEG TwV Rt yVWOTWY 0UCIWV OTIG idIEG OUVONKEG.

RF — amdotoon dvvleica amd TN ovsin

ondéotaon dtovudeica amd TTo SAVTT AV OTTOEEMC

Eikéva 26

O1 xpwuatoypaieg SIEKTTEPAIONKE XPNOIUMOTTOIWVTAG TA TTAPAKATW
OuoTAMATA JIOAUTWV :

e AldAupa A : o&Ikog alBuAeoTépacg/egavio 80/20
e AidAupa B : o€ik6g alBuAeoTépacg/egavio 50/50
e AldAupa I : o€IkOg alBuleoTépacg/egavio 90/10
e AldAupa A : dixAwpouedavio /pebavoin 80/20
e AldAupa E : dixAwpouedavio /pebavoin 90/10

Institutional Repository - Library & Information Centre - University of Thessaly
15/10/2023 16:56:35 EEST - 167.114.118.212

32



3.2.2 Xpwpatoypagia oTRANG

H xpwpuatoypagia oTAANG cival pgia TeXVIKH dlaxwpIiopou TTou BaciceTal
oTnNV TPooPOPNON TWV CUCTATIKWY £VOG OEiyuaTOg TTAVW OE JIa akivnTn @Aaon,
ouvnBwg silica gel kal TNV €éKAouon Toug PE PIa KIVNTA @Aon, TTou gival £vag
OIaAUTNG 1 peiypa dlaAuTwy. O1 TTOAIKEG ouoieg TTPoopPo@oUVTal | KOAOUV
oTnNV ageTnpia (Kkopuer) TnG oTAANG Kal Xpeiddovtal 1o TTOAIKSG dIaAUTN yia va
TTpoxwproouv. O1 ATTOAEG ouaieg ouvrnBwS TTPOoXwWPOUV ) KaTeERAivOuv TTIO
€UKOAO akOun Kal Pe dIaAUTEG XaunAng TTOAIKOTNTAG. MNa TNV ékAouon Twv
ouoiwv atro To silica gel xpeiddetal va yivel EKAouon TG oTAANG PE BIAPOPOUG
OIaAUTEG apxifovTag PE TOUG AIlyOTEPO TTOAIKOUG Kal KATOANYOVTAG OTOUG
TEPIOCOTEPO TTOAIKOUG. AIOXWPICHOi, 0€ TTAPACKEUAOTIKY KAIJOKA, PE QUTA
TNV TEXVIKA ETTITUYXAVOVTAI JE TOTTOBETNON TNG OUCIAG O€ Hia KUAIVOPIKA OTAAN,
N oTToia TTANPWVETAI UE OTEPEN OTATIKA eAon, dia YECOU TG OTToiag TTEPVA N
Kivoupevn uypry @aon eite Adyw Paputntag eite pe pikpr Trieon (flash
chromatography) (Eikéva 27).

jf
|

- IrxTier paan

gdon 4 EMAN . ||

T GEELT) EHE

[ - LA ot e

C

Eikéva 27

MNa Ttov KaBapiopud Twv TIPOIOVIWY OTN  OCUYKEKPIYEVN TTEPITITWON
XPNOIUOTTOINONKE Xpwuatoypagia oTAANG pe eicaywyn aépa utro Trieon (flash
chromatography), n otmroia oTAANn TANPwWONKe pe silica gel (240-400 mesh) Tng
etaipiag E. Merck. O1 d1aAUTEG €KAOUONG TTOU XPNOIKMOTTOINONKAV €ival O €GAG :
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e AidAupa A: dixAwpopeBavio / ogIkog ailBuleoTtépag 90/10
e AidAupa B: dixAwpopeBavio / o&ikdg alBuleoTtépag 80/20
o AidAupa I: dixAwpopeBavio / yebavoAn 80/20
e AidAupa A: o¢Ik6g alBuAeoTépag/egavio 50/50
e AidAupa E: dixAwpopedavio / pebavoAn 70/30

3.2.3 ZApavon S1aAuUTWYV

lNa TV TTPayuaToTToiNCN OPICHEVWY QVTIOPACEWY , ATTAITEITAI N XPrRoN
avudpwyv OloAuTWV OTTWG akeToVITPIAIO Kal ToAoudAio. H E&npavon Tou
akeTovITpIAiou Kal Tou TOAOUOAIoU yiveTal TTapouaia udpidiou Tou aoPeoTiou uE
Bépuavon o€ KABeTo YukTHpa UTTO avaBpacud Katd Tn dIAPKEIa PIOG VUXTAG.
Katémv  mpayuatotoigital  amoéotaén umd AlwTto Kol To  aTmréoTayua
oUMéyeTal o€ QIGAN pe poplakd kdokiva 3A (molecular sieves).

3.2.4 TauToTroinon EVWOEWV

H TauTtotroinon Twv &VWOEWV TTOU OUVTEDNKAV €yIVE UE Tn XPROn Tou
@Aaouatog TTupnvikoUu payvntikou ouvtoviopou NMR (Nuclear Magnetic
Resonance). O mTupnvikdG PayvnTIKOG CUVTOVIOWOG €ival éva QaIVOUEVO TTOU
TTapartnpEeital étav TTUPHVEG OPICUEVWY ATOUWV TOTTOBETOUVTAI €VTOG €VOG
OMOYEVOUG, OTATIKOU payvnTikou Trediou Kal dleygipovTal atroé €va OeUTEPO
TaAavTeuouevo payvnTtikd TTedio.Otav n ouxvotnTa TOU TAAAVTEUOUEVOU
mediou pubuiIoTEl WOTE va TalpIAlel ue TN ouxvoTnTa PETATTTWONG Larmor, pia
poTrr} dUvVAPNG TToU OPA TTAVW OTIG TTEPIOTPEPOPEVEG HAYVNTIKEG POTTEG, TIG
Kavel va « xopotrndouvy» HETAEU Twv OUO KATOOTACEWV OTTiv. AUTEG Ol
METARAOEIC €XOUV Oav ATTOTEAECHO PIa KaBapr) ammoppdpnon evépyeiag atmod
T0 oUCTNUA OTTiV N oTToia UTTopPEi va avixveuBei nAekTpovikd. Ta gdopata *H
NMR petprOnkav pe 10 QWTOMETPO Bruker 300 MHz XpnoihoTToilOVTAG
oeuTepIWPEVO XAwpoPopuio (CDCls) kal deutepiwpévn peBavoAn (MEOD). To
TeTpapeBuAoaiAdvio (TMS)  XpnoILoTToIRBNKE WS onueio avagopdg yia *H. H
TTOAAQTTAGTATA TWV KAUTTUAWV @aiveTal ye s (single), d (doublet), dd (doublet
doublet), dtr (doublet triplet), m (multiplet). Oi1 oT1aBepéc ouleuéng J
METPAONKav o€ Hz.
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3.3 MEOGOAOI

3.3.1 ETIoKOTTNON TNG OUVBETIKAG 000U.

\ o AN 0
AcO / NH AcO / NH
0 /< Q /Q
AcO N AcO N
AcO 0 AcO 0
OAc OAc
1
2:X=F
3: X=Cl
X
~

Eikéva 28: Emokémnon 1ng  ouvBeong
YAUKOTTUPAVOVOUKAEOCITWY TG OUPAKIANG.
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10: X=F
11: X=ClI

TWV  AAOYyovO-@QaIVUAO
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3.3.2 MeBodoAoyia Tng ouvleong.

H Tropeia Tng ouvbeong &ekivnoe pe TNV OUCEUEN TNG EPTTOPIKA
dlabéoiung 1°,2°,3",4°,6°-1mevidkig-O-akETUAO-D-yAukoTTupavoldng (1), e Tnv
ETEPOKUKAIKA Bdon 5-iwdooupakiAn, TTapoucia Tou dAvudpou OIaAUTN
akeToviTplhiou  (CH3CN), egapeburodioihalaviou (HMDS) «kaBwg  kai
KATOAUTIKAG  TTOOOTNTAG  OOKXOPIiVNG KAl PE TNV TTPOOBRKn  Tou
TpIPBopouEBavVOoOUAPOVIKOU TPINEBUAOCIAUAEDTEPA (MesSIOSO,CF3) utro
TNV OKTIVOBOAIO PIKPOKUMATWY o€ ouvBnkeg 200 Watt, 250 PSI yia 8 Aetrtd
otoug 80 °C. 'Etol A@Onke o TTpooTaTeudévVog voukAeodlitng 1-(2°,37,47,6 -
TETPAKIG- O-aKETUAO-B-D-yAUKOTTUPAVOLUAO)-5-1L0000UpaKiAn (1) ME
IKavoTroINTIKA ammédoon 83%. 2Tn CUVEXEID O TTPOCTATEUMEVOSG VOUKAEOLITNG
1-(2°,3°,47,6"-1eTpdKIG- O-aKETUAO-B-D-yAukoTTUupavA UAO)-5-1wdooupakiin (1)
d1aAUBnke oe avudpo dloAutn N,N-diuéBurogopuapidio (DMF), kai pe tnv
TTPOOBNKN KATOAUTN TETPAKIG— TPIG- @AIVUAOPWOPOPIKO TTaAAadio Pd(PPhs),,
ouyKaTaAuTn 1wdiouxo XaAko (Cul), Tng Bdong TpiaiBuAapivng (EtsN) kai Tou
1-aiBUvuho- 2 - @Bopofevioliou 1 1-ailBUvuho- 2 - XAwpoPevloAiou
TTPAYMATOTIOINONKE N OUCEUEH TOUG UTTO TNV AKTIVOPBOAIO HIKPOKUPATWY Of
ouvOnkeg 200 Watt, 250 PSI yia 5 Aemrtd otoug 60 “C Aaudavovtag Toug
TTPOCTATEUNEVOUG VOUKAEOCITES 1-(2°,3°,4",6"-1eTpdKIG-O-akeTUAO-B-D-
yAukoTtrupavoluAo)-5-( -2- @BopoRevidAio f 2- xAwpoRev{OAio ) TNG oupakiAng
(2) kai (3) pe aroddoelg 78% kal 72%, avrtioTolxa. AJEowG NETA akoAouBnoe
N ATTOAKETUAIWON TwV evWOoeWV (2) Kai (3) pe Kopeopévo didAupa peBoeidiou
TOU vaTpiou, n oTmoia 00Aynoe OTnV OUVBEon TwV QVTIOTOIXWV
QTTOTTPOCTATEUMEVWY EVWOEWV (4) Kal (5) pe atmroddoelg 67% .

2TN OUVEXEIQ ETTIXEIPNONKE N WEPIKN UdPOYOVWON TWV EVWOEWV (2) Kal
(3) woTE va TTPOKUWOUV Ta AVTIOTOIXO TTPOIOVTA YE DITTAOUG BETOUG OTn B€0N
TWV TPITTAWV KAl CUYKEKPIUEVA Ol CiS-VOUKAEOCITEG PE OTOXO TNV TTEPAITEPW
dlepelvnon TNG oxéong Oopng-PloAoyikAg dpdong. O1 evwoelg (2) kai (3)
dlaAuBnkav oe avudpn peBavoAn ( MeOH) trapoucia KaTtaAluTn xAwpiouxou
vikeAiou ( NiCl,),ka1 Bopoudpidiou Tou varpiou ( NaBHz) wg avaywyikou
Méoou oToug - 78°C. Ta Trpoidvia OuwG TToUu €AN@Bnoav, ATav [N
dlaxwpioipa (Ueiyua TPIWV adlaxwPIoTWV EVWOEWV (Cis VOUKAEOZITNG, TTANPWS
udpoyovwpévog Kal avTidpwy). To idlo atrotéAecpa ANPONKe Kai €ite otav
augnénke o xpovog TnG avTidpaong €ite 6tav n avridpaon ETTIXEIPRONKE HE
kataAutn P-2  vikéhio) 13 NaBH4/Ni(OAc)2-4H20 o¢ pIktO  didAuppa
(THF/MeOH 1:1) i okévn weudapyupou pe AcOH oe pIKTO SiGAUPua
(THF/MeOH 10:1) 4 Zn(Cu/Ag)/TMSCI kai triethysilane (Et3SiH)) 1 kataAuTn
Lindlar pe kivoAivn oe aketévn. To emdpevo BAPa ATav n TTARPNS avaywyn
TwWV evwoewv (2) kal (3) pE KATAAUTIKN Uudpoyovwaon TTaPoUCia KATaAUTn
TToAAadiou oe evepyotroinuévo avBpaka ( Pd/C) agou TTponyoupévwg Ta
gixaue dlaAuoel o avudpn peBavoAn ( MeOH) ue ammodooeig 52% kai 49%
avTIoToiXwG (evwoelg (8) kai (9)). To TeAeuTaio Bripa TnNG TTopeiag autng ATav n
OTTOOKETUAIWON TWV evwoewyv (8) kal (9) pe kopeopévo didAupa ueboeidiou
TOU vaTpiou , n omoia o0dAynoe oTnv oUvBeon Twv AVTIOTOIXWV
QATTOTTPOCTATEUNEVWY evWOoewV (10) kai (11) pe atrodooelg 86% .
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3.3.3 Zuvleon Twv 1-(2°,3",47,6 -TeTpAKIG-O-akETUAO-B-D-
YAUKOTTUpavOUAO)-5 -[(-2 —pB6po- | XAwWpPO-Paivulo) -
a180UVUA O] VOUKAEOITWY TNG OUPOKIANG.

AcO /

AcO N
AcO O ACOACo

H ouvBeon Ttwv (2) kai (3) emmeuxbnke pe TN PEBOBO TWV
MIKPOKUMATWYV WG €ENG:

2€ YyudAivo @iaAidio Twv 10 ml diaAvovtal o€ 0,3 ml dvudpou SIaAUTN
N, N-dipeBulogpopuauidiou (DMF), 0,18 mmol (100 mg) Tng 1-(2°,3°,4°,6'-
TETPAKIG- O-akETUAO-B-D-yAukoTTupavoluho)-5-iwdooupakiAng (1), 0,54 mmol
Tou KaTdAAnAou TeAIkoU aAkiviou, 0,018 mmol Pd(PPhs)s, 0,018 mmol Cul,
0,36 mmol EtzN kai ev ouvexeia akTivofoAouvTal o€ ouvBrkeg 200 Watt, 250
PSI vyia 5 Aemrtd otoug 60 °C. H emegepyacia 1Tou akoAoubBeital yia tnv
TTapaAafr) Tou TTPOIGVTOC TTEPIAAUPBAVEI KOBAPIOUO TOU UTTOAEIUPOTOS OE€
oTAAN xpwuaTtoypagiag (silica gel) xpnoigotroiwvtag wg diaAuTn €kAouong To
O1dAupa A (0&IkdG alBuieoTépag/egdvio 5:5). Ta emBuuntd TTpoidvta (2 kai 3)
eEAq@Onoav uttd TN Popery a@pwdoug oTePEoU  KITPIVOU XPWHATOS HE
atrodooelg 78%, kal 72% avTioToIxa.
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Mpoidv 2 Mpoiév 3
TLC Ri= 0,19 (EtOAc/Hex R¢ = 0.26 (EtOAc/ Hex
5:5, Ad B) 5:5, Ad B)
Amédoon 78% 72%
[a]p™ -2° (c0.19, CHCl») -2° (c0.13, CHCl5)
Amax 306 nm 308 nm

Mivakag 1: AtroteAéopara ouvBeong Twyv 1-(2°,3°,47,6°-TeTpdKIG-O-

OKETUAO-B-D-yAukoTTUpavoCulo)-5 -[(-2 —pB6po 1 XAwpo@aivuAo) -aiBUvVUAQ]

VOUKAEOCQITWY TNG OUPaKiANng (2) kai (3).
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3.3.4 Zuvleon Twv 1-(B-D-yAukotrupavoluAo)-5-[(-2- B6po-
XAWPOo-@aivulo)- aiBuvuAo] VOUKAEOITWY TNG OUPOKIANG.

AcO
AcO

H atmotrpooTacia Twv voukAeolitwy (2) kai (3) €yive wg €ENG:
2€ oQaIpIKn QIGAN Twv 50 ml diaAvovtal o€ 6,2 ml dvudpou dIaAUTN ueBavoAn
(MeOH), To (2) 4 (3) (50 mg, = 0,09 mmol), kai TrpooTiBevTar 0,9 ml
dlaAupartog peboteidiou Tou varpiou ( MeONa, 1,6 M) utrd avdadeuon yia 2
WPEC. 2Tn ouvéxela yiveralr eEoudeTépwon PE O&ivn pnTivn PéEXPI TO pH Tou
dlaAuuatog va yivel = 7. H emme€epyaoia Tou akoAouBeital yia tnv TapaiaBn
TOUu TIPOIOVTOG TrEpIANaUBAvEl KABapIoud TOU UTTOAEiUPOTOG O€  OTAAN
XpwpuaTtoypagiag (silica gel) xpnolgoTroiwvTag we dIaAUTn €kKAouong OE&IKOG
alBuAeoTépa ( AcOEL). Ta emBuuntda mrpoidvTta (4) kai (5) eA@dnoav utrd Tn

MopP®N €AiwV KITPIVOU XpWHATOG PE atTddoon 67%, Kal yia Ta dUo PopIa.
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Mpoiodv 4 Mpoidv 5
TLC R¢= 0,55 (CHCl,/ Rt = 0.10 (CH.Cly/
MeOH 8:2, Ad A) MeOH 9:1, Ad E)
Amédoon 67% 67%
[a]p™ -3° (¢ 0.13, MeOH) - 2° (c 0.40, MeOH)
Amax 306 nm 308 nm

Mivakag 2: AtroteAéoparta ouvBeong Twv 1-(B-D-yAukotrupavolulo)-5-

[(-2- @B6pO- 1 XAWPO-@aivuA0)- aiBUVUAO] VOUKAEOCZITWYV TNG OUPaKiANG (4) Kal

(5).
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3.3.5 Z0vleon Twv 1-(2°,3",47,6 -TeTpAKIG-O-akéETUAO-B-D-
YAukotrupavOoluAo)-5 -[(-2 —pB6po 1) XAwpPOo-@aivuAo) -
aiBuAo]- voukAeolITwyV TnG oupakiAng.

AcO
—_—
AcO AcO
AcO AcO
OAc
2: X=F
3: X=ClI

H AApng avaywyn Twv (2) Kai (3) emTeUXONKE WG €ENG:

e o@aipikf @IGAN Twv 50 ml diaAvovrtar oe 23,2 ml dvudpou SIOAUTN
pMEBavOAn (MeOH), o (2) A (3) (100 mg, = 0,17 mmol), kai TTpooTiBevTal 57,8
mg kataAutn TraAAadiou o€ evepyotroinuévo dvBpaka (Pd/C) kai oTn
ouvéxela, To OIGAUPa TNG avTidpaong agédnke pe évrovn avdadeuon yia 24
wpeg o€ Bepuokpaacia 20 °C utro aépio udpoyovo (THy). H emegepyaaia tTou
akoAouBeital yia Tnv TTapaAafr) Tou TpoidvTog TrepIAaPBavel KabBapioud Tou
uTTOACipaTog oe OTAAN xpwuaTtoypagiag (silica gel) XxpnOIMOTTOIWVTAS WG
OIaAUTN ékAouong 1O Oi1dAupa A: ofikog aiBuleoTtépacg/ecavio  (50/50). Ta
emMOuPNTa TTPoidvTa ((8) kai (9)) eAneBnoav uttd TN PopPPH aAPPWIOUG
OTEPEOU KITPIVOU XPWHATOG PE atTodOoElg 52%, kKal 49% avTioToixa.
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Mpoibv 8 Mpoibv 9
TLC R¢= 0,19 (EtOAc/Hex Rt = 0.26 (EtOAc/ Hex
5:5, Ad B) 5:5, Ad B)
Amédoon 52%, 49%
[a]p™ -2° (c0.19, CHCl5) -2° (c0.13, CHCl»)
Amax 306 nm 308 nm

Mivakag 3: AtroteAéoparta ouvBeong Twyv 1-(2°,3°,47,6 "-T1eTpdKIG-O-
aKETUAO-B-D-yAukottupavluAo)-5 -[(-2 —pBbpo 1) xAwpo@aivulo) - aiBuio]-
VOUKAEOCQITWY TNG oUpakiAng (8) kai (9).
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3.3.6 Zuvleon Twv 1-(B-D-yAukotrupavoluro)-5-[(-2- B6po-
XAWPO-@aivuAo)-aiBuAo] vVOuKA£oITWYV TNG OUPAKIANG.

AcO
AcO
AcO
OAcC
o Xe 10: X=F
e 11: X=ClI
9: X=Cl

H atmrotrpooTacia Twv VOUKAEoQITwv 8 Kal 9 €yIve WG €ENG:
2€ oQaIpIKn QIGAN Twv 50 ml diaAvovTal o€ 6,2 ml dvudpou dIaAUTN ueBavoAn
(MeOH), To (8 4 (90 (50 mg, = 0,09 mmol), kai TrpooTiBevTar 0,9 ml
dlaAupartog peboteidiou Tou vatpiou ( MeONa, 1,6 M) uttd avdadeuon yia 2
WPEC. 2Tn ouvéxela yiveralr eEoudeTépwon ME Ogivn pnTivn PéEXPI TO pH Tou
dlaAuuatog va yivel = 7. H emme€epyaoia Tou akoAouBeital yia tnv TapaiaBn
TOU TIPOIOVTOG TTEPIANQUPBAvVEl KABAPIOPNO TOu UTTOAEiyuaTog o©€  OTAAN
XpwuaTtoypagiag (silica gel) xpnolgoTroiwvTag we OIaAUTn €KAouong OEIKOG
alBuAeoTépa ( ACOEL). Ta emBuuntd mpoidvta ((10) kai (11)) eAA@bnoav utrod
TN HOPYr aPpwdoug OTEPEOU KITPIVOU XPWHATOG YE atTtodoon 86%, Kal yia Ta

QU0 PopIa.
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Mpoiov 10 Mpoiov 11
TLC R¢= 0,55 (CHCly/ Rt = 0.10 (CH.Cly/
MeOH 8:2, Ad A) MeOH 9:1, Ad E)
Amrédoon 86% 86%
[a]p™* -3° (c0.13, MeOH) - 2° (c 0.40, MeOH)
Amax 306 nm 308 nm

Mivakag 4: AtroteAéoparta ouvBeong Twv 1-(B-D-yAukotrupavolulo)-5-

[(-2- @B6pO- 1 XAwpPOo-@aivuAo)-aiBulo] voukAeoITwy NG oupakiAng (10) kai

(11).
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4. TAYTOMNOIHZH ME 'H - NMR
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Eikéva 29: ®aopa *H NMR Ttou TeAikoU TTpoiévTog (3)
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Eikéva 30: ®aopa *H NMR Ttou TeAikoU TTpoiévTog (4)
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5. AIOTEAEZMATA- 2YZHTHzH

H avamtuén VOUKAEOQITIKWY avaAOywV wg Teava @ApUAKa TTPOEKUYE aTTo
TIG TTPOOTTIABEIEG TWV EPEUVNTWV YIO TNV KATATTOAEUNON XPOVIWV VOONUATWY
OTTWG KOKONOBEIG veEOTTAATiEG Kal IIKEG POAUVOEIS. Baoikdg oTOX0G OAWV TwV
EPEUVNTIKWY MEAETWV KAl TTPOCTTIABEIWV €ival N AVATITUEN VOUKAEOCQITIKWV
avaAdywy, TTOU TTAPOUCIACoUV XaunAn TogIKOTNTA O€ uyil KUTTOPA OTTWG
KUTTOPO TOU AVOOOTTOINTIKOU CUCTHUATOG KAl EKAEKTIKOTNTA OO0V apopd Tnv
dpdon Toug.
2TNV TTapoUca JITTAWMATIKA £pyaoia TTpayuaToTToindnke n ouvleon MIOG
vEQG TAENG YAUKOTTUPAVOVOUKAEOCQITWV PE TPOTTOTTOINCN OTO TUAPA TNG Bdong
ME TTIBavVI AVTIKAPKIVIKN Kal avTik dpdon. H meipapaTikh diadikacia Atav
OXETIKA QTTAr}, Taxeia, €xoviag TrpaypaTtotroifoel ouvioya Pruara. H
avtidpaon Sonogashira €MITEUXONKE PE TNV XPNON MIKPOKUUATWY, N OTToia
atroTeAEl “TTPACIVN” TEXVIKA KOl UTTEPEXEI OE OXEON ME TN CUMBaATIKY Bépuavon
oTa €¢1¢G Paoikd onpeia:
1. Tpoo@épel opoidpopen BEppavon o€ OAo TO Hiyua TNG avTidpaong.
2. Augdvel onuavTika Tnv Tax0TnTa TNG avTidpaong.
3. EAattwovel Tov oxnuaTioud TTapaTTpoiovTwy.
4. Mapéxel augnuéveg atrodOoEIG.

O1 TeAIKEG aTTOOOO0EIC TTOU TIAPAME OTTO TN OUVOEon Twv TEAIKWV
YAUKOTTUPAVOVOUKAEOQITWY gival apkeTa KaAEG. Mo ouykekpipéva, n ouvBeon
Twv 1-(2°,3°,4°,6 -1eTpaKIG-O-akETUAO-B-D-yAukoTTupavolulo)-5 -[(-2 —pBdpo
N xAwpo@aivuho) -alBuvulo] VvoukAeoliTwv TnG oupakiAng (2) kai (3)
(avTidpaon Sonogashira) eixe ammédoon 78% kal 72% avrioToixa, Twv 1-(B-D-
YAUKOTTUPAVOCUAO)-5-[(-2- pBS6po- 1 XAWPOo-@aivulo)- alBUvuAo] VOUKAEO ITWY
TNG oupakiAng (4) kai (5) cixe amododoeig 67%, Twv 1-(2°,3°,47,6"-1eTpAKIG-O-
aKETUAO-B-D-yAukottupavluAo)-5 -[(-2 —@B6po A XAwpo@aivulo) - aiBulo]-
VOUKAEOQITWV TNG oupakiAng (8) kai (9) cixe atrdédoon 52% kai 49% kai Twv 1-
(B-D-yAukotrupavoluAo)-5-[(-2- @O6pO- N XAWPO-@aivulo)-aiBuAo]
VOUKAEOQITWV TNG oupakiAng (10) kai (11) eixe atrodooeic 86%

OAeg o1 véeg evwoelg xapaktnpifovral amd avaAUoeliC QAoUaTOg
TTUpNVIKOU JayvnTikou ouvtoviopoU *H NMR.

OAa ta popia agloAoyndnkav yia TNV KUTTAPOTOEIKN KAl KUTTAPOOTATIKNA
Toug Opdacn évavtl KUTTdpwv Aeuxaigiog TrovtikoU (L1210), avBpwTrivou
Aeppwpuatog (CEM) kaBwg kal Twv avBpwTTIivwy KAPKIVIKWY KUTTAPWY TOU
TpaxnAou Tng uATpag (HelLa). MNa Tnv eKTiunon TNG KUTTAPOOTATIKAG dpdong
xpnoiyotroinbnke n  mapduetpog ICsp, n oTmoia  AVTITTPOOWTTEUEl TN
OUYKEVTPWON TOU Q@APUOKOU TTOU QTTAITEITAI VIO TNV AVAOTOAR TNG KUTTAPIKNG
avamTugng katd 50%.
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ICs0” (MM)
COMPOUND
L1210 CEM HelLa
25+4 42+ 6 36 6
()
> 250 > 250 > 250
3)
37+ 16 32+1 41 £ 25
(4)
> 250 > 250 > 250
)
Ph-Ur-Glucose 6.2+04 52+26 5.4 +0.

Omwg TmpokUTITEl OTTG TOV  TTApPaTTAvw Trivaka o1 akeTUAlwpévol  Ch-
aAoOyovoQaivVUAO - TTUPAVOVOUKAEOCITEG EP@aVICOUV agloonuEiwTn avaoTAATIKA
Opdon evavTiov TWV CUYKEKPIUMEVWY KAPKIVIKWYV OEIpWV ( OXI KAAUTEPN OHWG
amé Tov 1(B-D-yAukotrupavolulo)-5 @aivuloaiBUvVuAo  VOUKAeoliTn TG
oupakiAng). o ouykekpiyéva o 1-(2°,3",4,6"-teTpdkiG-O-akETUAO-B-D-
yAukotrupavoluAo)-5  -[(-2-¢Bbpo@aivulo) -aiBUuvulo] voukAeolitnG TnG
OUPAKIANG TTapoucidoe KaAuTepn dpaon évavtl Twv ocgipwyv L1210 kar HelLa
o€ oxéon ue Tov 1-(2°,3°,47,6 -1eTpaKIG-O-akETUAO-B-D-yAukoTtupavolulo)-5 -
[(-2-xAwpo@aivulo) -aiBUvuAo] vOuKAeoliTn TNG OUPOKIANG TTOU TTAPOUCIACE
KaAUTepn Opdon évavti Tng oeipdg CEM. AvriBeta 1o ammoakeTuAwpéEva
avaloyd Toug Oev gu@Avicav agloonueiwTtn KutTapooTatik dpdon. TEéAog
QVOQEPOUME TTWG N PIOAOYIKN) ATTOTIUNON Twv TIARPWSG UOPOYOVOUEVWV
VOUKAEOQITWY, TOOO TWV OKETUNMIWHEVWY OCO0 KAl TWV OTTOTTPOCTATEUMEVWV
gival uTTo €EETAON KOl AVOUEVOUE TA OTTOTEAECUATA.

48

Institutional Repository - Library & Information Centre - University of Thessaly
15/10/2023 16:56:35 EEST - 167.114.118.212



6.BIBAIOTPA®DIA

1) A.BapBoyAn (2005). Etritopn Opyavikh Xnueia, Ekddoeig ZATN

2) McMurry, John 2000, OPI'ANIKH XHMEIA, TOMOZ Il —
MANEMIZTHMIAKEZ EKAOZEIZ KPHTHZ

3) Znpeiwoeig Mopiakng loAoyiag. M. MapkouAdTog , MaveTTioTNUIAKES
Ekdboeigc OsooaAiag , 2011.

4) Raymond A. Serway- Clement J. Moses- Curt A. Moyer. ZUyxpovn ®uaoikn
- MANEMIZTHMIAKEZ EKAOZEIZ KPHTHZ

5) 'EBNn Maveon- Zoutra Mevik & Avopyavn Xnueia, Topog A™ : Ta
AVTITTPOOWTTEUTIKA ZTOIXEia Kal oI Evwoelg Toug, EAANVIKG AVOIKTO
MavetmioTnuio (2008)

6) Athina Dimopoulou, Nikolaos Kollatos, Stella Manta,Aggeliki
Panagiotopoulou, Dominique Schols, and Dimitri Komiotis : Substituted C5
Base Modified Pyranonucleosides and their biological activities (2016)

49

Institutional Repository - Library & Information Centre - University of Thessaly
15/10/2023 16:56:35 EEST - 167.114.118.212



	ΠΕΡΙΛΗΨΗ
	ABSTRACT
	1.ΕΙΣΑΓΩΓΗ
	1.1 Υδατάνθρακες
	Συντελεστής Rf: Ο βαθμός συγκράτησης μιας ουσίας στην χρωματογραφία εκφράζεται με τον παράγοντα επιβράδυνσης Rf, ο οποίος ορίζεται ως ο λόγος της αποστάσεως που κινήθηκε η ουσία προς την απόσταση που κινήθηκε ο διαλύτης. Η απόσταση που κινήθηκε ο διαλ...



