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VEGF SIGNALS THROUGH ATF6 AND PERK TO PROMOTE ENDOTHELIAL CELL SURVIVAL AND
ANGIOGENESIS IN THE ABSENCE OF ER STRESS.
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To ER eival n peyohUtepn evbokuttaptkn Sefapevn LOVTWVY aoBe0TioV Kal lvol ONUOVTIKO yla T Bloyéveon Twv
TMEPOEUCWHATWY Kot autodayoowpdtwy. EmumAéov, mailel onpaviikd poAo os PeTaPoAkéG Slepyaoieg, OMwWE N
veoyhukoyéveon, n olvBeon Autdiwv kot n avadimiwon Twv MPWTEIVWY Tou EKKPLTIkoU povoratiov. To
televtaio wg puBullopevo and arlnAoouvdedpueva mePBAANOVTIKA KOl KUTTAPLKA oniuata eival duvatd oe
OUVONKEC KUTTOPLKOU OTPeG va odnynoel otn Snuioupyla kal cuoowpeuon oto ER pn avadutAwpévwv
TPWTEIVWY, oL omoleg Eeklvouv TNV evepyomoinon Twv aAucidwv PeTaywyng Tou onpatog amno tic IREla, ATF6 kal
PERK E&ekwvwvtag TG MeToypadIKEC/UETAPPAOCTIKEG OTOKPIOEL yvwoTté w¢ UPR. Ta yovidla-otoxol Tng
petaypadtkic pubuong avéavouv tn xwpntikotnta/Suvatdtnta tov ER os avadimlwon mpwrteivv, evw o
£\eyxo¢ NG petadpaong okomo £xeL va eAaTTWOEL To doptio tou ER oe mpwteiveg. Av Kal oL QMOKPIOELS QUTES
amoPAEMOUV OTNV ATMOKOTAOTACN TNG Opolootaciag tou ER kat tnv emiBilwon tou kuttdpou, n aduvapica
enavadopdg g opolootaciag mou cuvodeletal pe mopatetapévn UPR odnyel 1o KUTTAPO O QMOMTWILKO
Bavaro.
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AKT kuttdpwyv (EC) amd Ttov VEGF emdyovtag tnv

SURVIVAL dwodopuliwon tng AKT otn Serd73, n omoia eival

>\ UPR genes ANGIOGENESIS camonpa[t’ntn yla v ’ TANPN flVTL-(XT[OT[Tu)'fLKﬁ
TRANSCRIPTION paotikotnTa t™¢ AKT. MapdAAnAn aoctdbela tou mMRNA

KOl TNG MPWTELVNG TG Tpo-amontwtiki¢ CHOP emutpémel
ota EC va amodelyouv tov amontwtikd Bdavato. Anoocwwrnnon twv yovidiwv PLCy, ATF6 n elF2a avaotéAel
Spapatikd tnv dnuoupyia vEwv ayyelwv os Buopata and Matrigel o movrtikia anodetkvuovtag otL to ER kat o
punxaviopoc tng UPR evowpatwvovtal ota onpatodotikd KukAwpata tou VEGF mou puBuifouv tnv emPBiwon twyv
ev60ONALOKWY KUTTAPWY KOl TNV OYYELOYEVEOHN EMEKTEIVOVTOC TO POAO TOUG TEPAV TNG Mpooappoyns oto ER
OTPEG.

Ta supnuota autd deixvouv OTL 0 UNXAVIOUOC TG UPR Sev eivol amokAEloTIKO epyaleio ylol TNV AVTLUETWIILON
Tou ER OTpeg KAl T CUCCWPEUON HN AVOSUTAWHEVWY TIPWTEIVWY, OANA CUMUETEXEL Of (GUGCLOAOYIKEG
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KOTAOTAOELS, OMWE N onuotodotnon tou VEGF. Autd eival éva véo Kal BaCLKO HOVOMATL, TIOU CUVOEEL
ONUOTOS0TIKA YEYOVOTA PE TO UNXaVIoHO tng UPR Kat tig petaBolikeg/BloouvOeTikeg Slepyaocieg tou kuttdpou. H
eumAokr] Twv MTORC1 kat mTORC2 umnootnpilel eniong auvty tnv amoyn. Daivetal OTL n anokplon Twv
ev60OBNALOKWY KUTTAPWY Ot €EWKUTTAPLIKA onpata, onwe n nmopoucia tou VEGF, cuvtoviletal pe ta emnineda
EVEPYELAG KOl OPEMTIKWY OUOTOTIKWY TWV KUTTAPWY SLaUEcou PETOBOAKWY aLoBnNTAPpwWY, OMWE TO CUUMAEYHA
MTORCI, yla va emipEPEL TPOCAPLLOCHEVEG UETAYPAPIKEG KOl LETADPAOTIKEG puBUioELC Slapéoou eTAEYUEVWY
CUCTATLKWY TOU [NXaviopou tng UPR.

H mepaltépw katavonon twv PNXaviopwv pe tou¢ o VEGF xpnolgomolel toug pnxaviopoug tng UPR yua va
ETUTUXEL TNV eMBiwoN TwWV KUTTAPWYV HE TNV EVOWHATWON EMONG TWV ONUElWV EAEYXOU TOU GUMIMAEYUATOG
MTORC1 mou avixvelouv TNV HETABOALKN KATAOTOON TOU KUTTAPOU pmopel va BonBnoel otn Sleukpivion twv
MNXaVIoUWV TIou SLEMouV TG SLAPOPEG KUTTOPLKEG TUXEG ToU UTootnpilovial amd 1o pnxoviopo tg UPR
(amomtwon, emPiwon, Siadopormoinon). Ot mAnpodopiec autég Ba pmopoloav vo TPOodEPOUV {WTIKNG
onuaoiag mAnpodopleq OXETIKA HE TNV aAVANTUEN HEANOVIIKWY OEPATEUTIKWY TAPEUPBACEWY yla TIOAAEG
ONUOVTIKEG avBpwriveg acBéveleg. Mpaypat,, n maboyévela Tou Kapkivou, Tou Slafntn, Twv AUTOAVOOWV
VOONUATWY KOl TWV VEUPOEKDUALOTIKWV aoBEVELWY, OL oTtoleg xapaktnpilovtal and eAaTTwHATIKA avadimlwaon
TMPWTEIVWY Kol cucowHATtwon auvtwyv (Mapkwvoov, AAtoxalpep, ALS), meplhappavel évav oplopévo Babuo otpeg
Tou ER mou ival orjpepa oTo MIKEVIPO TG BEPAMEUTIKAG MAPEUPBACNG TTPOG AUTEG TG ACOEVELEG.
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