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NepiAnwn tng peAétng

O 106¢ tou AutikoU Neilou eival €vag VeEUPOTPOMOC LOC Kol UETOPEPETAL HECW TWV
KOUVOUTILWV. O CUYKEKPLUEVOC LOG aTOTEAEL AMELAN yLa TOV AVOPwWITO O€ TTOAAEG TIEPLOXEG TOU
TAQVATN, cupmnepllappavopévng kat tTng EANGdag. Méxpl onpepa, Sev umdpxel Slabéatpo
dApUAKO EVAVTLA OTN UK MOAUVON, EVW KOAVEVA TIPOTELVOUEVO oXNUa €uPoAiou yla tov
avBpwrto Sev €xel PTAOCEL TA TEAKA OTASLA TWV KALVLKWV SOKLUWV. ZTOXOG QUTNG TNG LEAETNG
glval va KOTOOKEUAOTEL £vVa UTIOYOVISLWHATIKO aUuTOAVTLYpadWHEVO TURUA Tou ou (West
Nile virus replicon) pe petaAhayuévn tnv 3’ apetadpaotn neploxn Tou, To onoio Ba propet
oto péMov va xpnotpomolnBfel w¢ vnmoyndlo epfoAio. Ta otoxeia avtd kablotouv TNV
Kataokeun e€acBevnuévn 6cov adopa TNV LOAUCUATIKOTNTA TWV VEUPLKWY KUTTAPWYV, dAAG
bev ennpedlouv Tov MOAATTAACLOOMO TNG EVTOC TNG KUTTOPOKAAALEpYELOC. ElSIkOTEpPQ, o
NV Katookeur Ba Aelmouv oL MEPLOXEG TOU YOVISLWUATOCG TTOU OVTLOTOLXOUV OTL SOULKEG
TPWTEIVEC Tou oU. EmumpocBeta, Ba Staypadel HEOW TMEPALTEPW XELPLOUWV KAWVOTOLNoNG
to otoxelo SLII amd tnv 3’ auetadpaotn TeEPLOXN. XTN OUVEXELA, TO METAAAAYHEVO
unoyovidiwpa Ba xpnowomnotnBel ywa tn Stapoluvon kuttapwv Vero (Green Monkey cells)
KOL TNV Topaywyn otabepng KUTTAPLKAG OEpAc. Metd amd avakoAALEpyELa yla HEYAAO
XPOVIKO Sldotnua, 6a cuykplBolv ol aAAnAouxieg mpLv Kal PeTA TNV évapén tng dStadikaaoiag
HEow aAAnAolxnong enmouevng yeviag (RNA seq), wote va ektipunBel n yevetikn otabepotnta
NG KATAOKEUNG. TuXOV TPOCAPUOOTIKEG LETOAAAYEC Ba agloAoynBolv w¢ mpog Tov poAo Toug
otn Stadikaoio MPosAPUOYNG TOU LLKOU UTIOYoVISLwHUATOC. TEAOC, N peAETn tng Stadopikng
€kppaong pe tn BorBsia aAAnAolxnong enopevng yevidg Ba emPeBalwbel yla emleypéva
yovidia, xpnotpomnowwvtag tig ueboddoug PCR mpayuatikol XpOVOU Kal AvOCOCTUTIWHO KATA

Western.



Summary

West Nile virus is a neurotropic virus that is transmitted by mosquitoes. This virus poses a
threat to humans in many parts of the world, including Greece. To date, no drug against viral
infection is available and no proposed vaccine regimen for humans has reached the final
stages of clinical trials. The aim of this study is to construct a subgenomic, self-replicating part
of the virus (West Nile virus replicon) with a mutated 3' untranslated region, which can be
used as a vaccine candidate in the future. These changes attenuate the construct in terms of
infectivity of nerve cells, but do not affect its proliferation within the cell culture. Specifically,
the construct will lack the genome regions corresponding to the structural proteins of the
virus. In addition, further cloning manipulations will be conducted in order to delete the SLII
element from the 3' untranslated region. The mutated subgenome will then be used to
transfect Vero cells (Green Monkey cells) and produce a stable cell line. After culturing for a
long period of time, the sequences before the beginning of transfection and after the
culturing of the cells will be compared via next generation sequencing (RNA seq), so as to
evaluate the genetic stability of the construct. Adaptive mutations will be evaluated for their
role in the process of adaptation of the viral subgenome. Finally, the study of differential
expression using next generation sequencing will be confirmed for selected genes by using

real-time PCR and Western blotting.
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