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KUpLa onpeLla

e Tpttotaync doun
* Tetaptotaync Soun
* lvwoELC MPWTELVEC
* O KEPOTLVEQ
e Quumpoivn Tou petaglov
e KoAAayovo
* JDOLPLKEC MPWTEIVEC
* Motifa
e ETUKPATELEC

* Eyyevwc un dopnuEvec mpwtelvec



Tottotaync doun

* H ouvoAwkn tplodlaotatn dtataén OAwV TWV ATOUWYV OE Mia TIPWTELVN

* H Beon twv Kopunwv o€ pia toAvmentidikn aAvoida, n katevBuvon
KOlL N ywvia tou mpoodlopiletal amo tov aplOuo kat tn B€on twv
eL0LKWV apLvoéewv mou TL¢ amraptilovv m.x. Pro, Thr, Ser, Gly

e TuNUATa TTOAUTIENTIOLKWY AAUVGLOWV 1tou aAAnAemdpouv
otaBepormnololvTal OTLC XOPOAKTNPLOTIKEC OOUEC TOUC LE OLAPOPETIKA
eldn acBevwv aAAnAemidpacewv



Y&podoPikec ANNAeTLSpAOELQ

Aeopol Yépoyovou
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HAektpootatikol Asopot AlcouAdLdikoi Asopot
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Tetaptotaync dour

* MpwTtelveg pe 2 1) MEPLOCOTEPEC TTOAUTIEMTLOLKEC AAUGLOEC 1)
UTTOMOVAOEC, TIAVOULOLOTUTIEC 1 SLOPOPETLKEC.

* H 6LlevBETnON AUTWV TWV MPWTELVIKWY UTTOHOVAOWV OTa
Tplodlactata cUMMAoKa: TETApTOTAYNC doun
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Taéivounon mpwteivwy o vnAotepa
ETTESO O OPYAVWONC

* [vwoELC
e JuvNBwc €vag Tumog deutepotayolc SOUNG KAl OXETIKA OTTAN TPLTOTOYNC
doun
e AUvapun, otnpLen, oxnUa, EEWTEPLKN tpootacia Kol eveALEila
* ASLAAUTEC OTO VEPO

* YPOaLPLKEC
* Meplexouv dadopouc TuToug deutepoTtayouc SOUNG
e Eviupa Kol pUBULOTLKEC TTPWTELVEC
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IvibELC MpwTEIVEC

* H BepeAlwdncg dopkn povada ivat eva amAo smavalopBovopevo
otolelo beutepotayouC OOUNC

* ASLAAUTEC O0TO vEPO (MEYAAN cuyKEVTPWON LOPODOPWV AULVOEEWV
OTO ECWTEPLKO TNC MPWTELVNC Kol TNV ETLPAVELA TNC)

e «2TolBayua» MoAAWV MOPOUOLWYV TIOAUTIETTIO LKWV AAVGLOWV yLa TO
OXNHUOATIOMO TIOAUTIAOKWY UTTEPUOPLOKWY OUUTTAOKWV



IvibELC MpwTEIVEC

Aopn

XapaKxtnplotika

Mapadeiypara

a EAka, pe dlaouvdeaelg omo
0100UADLSLKOUC BETHOUC

YKAnpéC, adtaAuTEC
TPOOTATEUTIKEC HOMEC e
MOLKIAN oKANPOTNTA KL EUKAUia

Q- KEPATIVN TNG TPiXAC, TOUTIOUAQ KalL
vuxLL

B Slapopdwon

MaAaka, e0kapmTa widto

Owimpoivn tou petaglou

TpurtAn €Atk Tou KOMayovou

MeyaAn eAaoTikn LoYUC, Ywpic
dLaroon

KoAAQyOVO TWV TEVOVTWY, OTPWHO TWV
00TWV
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a-KEPATILVN

* l[oyuc¢

* EnpnN pada Twv TPLXWYV, TWV VUXLWY, TWV KEPATWY, TWV OTIAWV KAl TOU
€EWTEPLKOU OTPWHOTOC TOU OEPUATOC

e Owkoyevela: Mpwteivec evdlapeowyv idiwv. Kowvn Asttoupyla Kot
KOWQA OOLLLKOL XOLPOLKTNPLOTLKAL

e AsClootpodn a-EALKAL
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A-EALKEC TNC o0 KEPATIVNC

e OLa €AKeC TNC KepaTivne eival deElootpodec
* o EALKEC TTOU Slatdooovtal UTto popdn omelpoeldoUC OTIELPAUOTOC

* 2 aAucibeg mpooavatoAlopeVEG TTapaAANAa (e TO ApLVOTEALKA AKpa oTNV SLa
KateLBuvon) > YrepeALKWHUEVN OTIELPOELONC EALKAL

* H umepeAikwon enavéavel tnv Loxv tng SOUNC
* H mopeia Twv mePLeEAEEWVY TOU OTIELPAMATOC Elval apLoTEPOOTPOPN
* OLerudaveleg emadn LETOEL Twv 2 a eAikwv artotedovuvtal ano vdpodopa

apLvoéea
* MM\ovolec og uSpOdoPa apvoéea: Ala, Val, Leu, lle, Met, Phe
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e KaBe moAumemntidlo £xeL pHiaw oXETIKA
artAn tptrtotayn doun

e Enikpatel beutepotayng Soun a-eAKoC

> KOTTapa
e Kowva douikd otolxela oTLc WWWOELC
MPWTELVEC KoL OTNV MPWTELVN TWV HUWV

\ ~ Evbidueoa
T

“Iveg

u U O 0 (.V r] MpwToividio
: : ' . - R
* H tetaptotayng Sopr e a-kepativng e N
elval ouvBetn: dlataén popiwv woma N
KEPATLVNG YLOL TOV OXNMUATIOMO TWV <&

(B) KaBsn Topr mag Tpiyag v

eVOLAUECWV WVLOLWV TNC TPlYOC
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3 Apivo-
AUO UTTEPEAIKWHEVES Su

EAcppI€g GAUOIOES
o ENIKES

Muoaoivn

KepoAég

Opoupivn 1
Bapi&
Al & )
psf)o?,l(gg(;qu HEPOHLOOTIVN
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Atooudpidikol beouol
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Owurtpoivn tou uetaélou

* [MapAyeTaL OITO EVIOLA KOL OLPAXVEC

* B Sapopdpwon

* Katahouta Ala & Gly

e JUUTTAYNC ocuoKevaoia Twv B-GUAAWV

* YtaBepormnoinon tng dounc amno deopolc udpPoyovou LETAED TwWV
rnioAumtentoiwv KaBe B dUANoU Kol BeAtiotomoinon Twv SuVAPEWY van
der Waals

e EUAUyYLOoTN Soun, XWPLC OpOoLOTIOALKOUC SECMOUC HETOED TWV
TMOAUTTENTLOLKWV oAU o LldwV



Avrimapando B guAlo

Mevpikég
aAvoideg Ala

Mevpikés
aAvoideg Gly
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(a) Mevpikrj Mevpikr B) 70 pm
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KoAAayovo

MopExeL LOYU

>€ OUVOETIKOUG LOTOUG (TEVOVTEG, XOVdpOoL, TO
OPYQVIKO OTPWHO TWV OCTWV KaL O
KEPATOELONC TOU 0pOaApOU)

H eAika (aAuoida) eivar povadikr)
deutepotayng dopr), SLadopETIKN Ao TNV a-
EALKQL

Aplotepootpodn EAKa PE 3 apvoéea ava
otpodn

'I,'ﬁm?\r'] €ALkal TOU KOAAOYOVOU: STIELPOELONAG
g LKL LE SLAKPLTI) TPLTOTAYN KoL TETOPTOTAYT

aAuotdeg, a aluoideg, tou Tuliyovtal n pia
YUpW arto tnv aAAn

YriepeAka de€lootpodn

latpikn Xnueia 2023 MNpwteiveg [ MAMNAAOMOYAQY

oun, n omoia mepthapuPavel 3 TIOAUTIETTTIOIKEG

Tpia apivo§ika
KATGAOITTO v oTPOPn

Gly

4-Hyp



* 35% Gly, 11% Ala, 21% Pro
& 4-Hyp

* EmavalapBavopevn
tplrentidikn povada Gly-X-
Y, X: Pro, Y: 4-Hyp

e EMLTpENMOULY TNV OITOTOUN
nepLotpodn TNE EALKAC TOU
KOAAolyovou

latpikn) Xnueta 2023 Mpwteiveg [ MAMAAOMNOYAQY

Tpiax apivo§ika
KOTGAOITTO av& OTPOPn

Gly



4-udpoéumpodivn-6itauivn C- okopBouTto

M\H @)\\ 4-u6pofuldon tng PoAivng

C,-ev60 \4. C €60 «o | COOH |
) 0=C 0=C
MpoAivn -Y6po£u11po7\|vr] . H, éH ) | _H,
EIKONA 1 H Cy-evbo diapdpewon ng mpodivng kai 1) Cyre€w Siapdppwon Tng 4- HE= C\ | - Fe2* HC—=C_
vdpoCupodivng. ‘ JCH, $H_. +0, £, ‘ pe
N o N g
: | ’ 2 amnokopBokuMwong Tou
COOH
a-KeToyAoyxapikou
Kard@oimo Pro  a-Ketoyhoutapiké o&6 Kardhorro 4-Hyp Y °
@  COOH H:fOH HﬁOH
| . |
CH, HCOH COOH HCOH
| o) | o)
CH, +0;4 ¢ = OFG_.(I?H_, +C0, + ¢~ “c=0
C=0 c—( CH, c—C
| || | |l
COOH HO OH COOH 0O O

a-Ketoylovtapiké o0 AokopPiké o0 HAextpiké o0 AvodpolvaokopPiké o€

EIKONA2  Or avnibpaoeig ov karabovran amé Tnv 4-ubpoduddon tng mpodivns. (a) H kavovik| avridpaon, ovlevypévn pe v vbpo§olinon Tng podivig, 1) omroia bev
cmrartel aokopPiké 080, H mopeiar v o atépwv Tov O, paiveta pe kokkivo. () H pn oulevypévn avridpaon, otny omoia To a-keToyAovtapiké 0§0 amokapfolvhiaveTon

latpur) Xnueto 2023 Npowteivec Il MAMAAOMOY. A&ﬂfnbwnxa xwpis vbpo&uimon T mpoAivg. To aokopflikd o0 karavaddveTal oTOIXEIOPETPIKG 0€ aLTH TNV avTidpaon, kabog petarpémeTa o avubpouaokoppié 0.



lvidia koAAayovou

* YTIEPLOPLAKAL
OUYKPOTNMOTO
aroteAoVEVA ATIO
TplkAwva popLa Tou
ouoXeTL(OVTOL LE TTOLKIAOUC
TPOTIOUC

Kepodég Tawv ZTaLpwTES papddoelg
popiwv KOAayGvou 640 A (64 nm)

TpApa evég
popiov koAAaryévou
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* Moapotiol 3 o aluoideg propel va xouv
SLapopeTIkA apLvoEEa, OAEG ArOTEAOUVTOL OTTO
rnieptrtov 1000 auwo&z—:a

* Ot iveg kKOAayovou cuy gomuvrou armo popla
koA\ayovou ta omoia evBuypappifovtol pe
BaBuLOwWTO TPOTIO Kal SLocTaAUpWVOVTaL YLd
HeyaAUTePN LOXU

* OLoa-aluoideg twy popiwv Tou KoOAAayovou Kot
TwV WIbiwv cuvdeovtal Le SLadopPETIKOUG
TUTIOUG OMOLOTIOALKWY SECUWV OTOUG OTIOLOUG
ouppeTeEYouyv Lys, Hylys, His

I’(ecpa)\ég TV ZTaLPWTES paddoEelg
¢ AU&glJ.EVf] OLKOL[J.LIJLCX KO EUepOLUOTOTI’]T(X Tov Hopiwv koMaryGvou 640 A (64 nm)
OUVOETLKOU LO'TOU OTOU(G I’])\LKLU)}J.EVOUQ e S P s |—l—| 7
T[pOKUT[TEl oo n cuUOoOoW euan OHOLOT[O)\LK(UV (i B i i ek o i 0 D DR o 7 (5 :
W i RS e 2R P g e [ e R s
deopwv ota widla Tov KoAAayovou 1 O R o Y R o o o g
S e e s e oy e P P e P e e A
H—N/ N—H 1 N S e N R e e e e P e
N , A e e e
/CH—CHZ—CHz—CHZ—CH—N CH,—CH—CH,—CH,—CH /,/" \\\\
0=C : C=0
N OH T T > T
| | | ST A oY af aF LY
Polypeptide Lys residue Hylys Polypeptide . Ve AV BV, BV B¥s o=
chain minus £-amino residue chain Ty £v65
group (norleucine) Hopiou KoAAay6voL

Dehydrohydroxylysinonorleucine
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Ehlers-Danlos: xahapec apBpwoelg

Classical EDS
Vascular EDS
Hypermobile EDS

ECM Arthrochalasia
Dematosparaxis

Nucleus RER

N, COL1AT

\ COL1A2 le
Q
y COL3A1 # +
\\ iﬁa \‘
Classical | ¢ ( 2
COL5A1, A2,A3 o

Classical

Kyphoscoliosis’”
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ATeEANC ooTEOYEVEDN

e Opada yeveTikwyv dLatapoxwy mou emnNpealouyV To 00TA
e Auénuevn evuBpouoTtOTNTA OCTWV UE TIOAAOTTAQ AUTOMOTOL KATAYOTOL
* MowiAn Baputnta

e KAwvika XapOLKTr]KLGTLKOL TPLYWVIKO POOWTTO, KUAVOL OKANPOL XITWVEG
TWV HOTLWVY, ATEANG 0dovToyeveaDn, uaKpOKed)a)\La nopapopdwon
Bwpaka, cupnieon cmovoUAwY, XaNAO avaotnua K.a.

* Odeihetal og petaAAageLg Kupiwg ota yovidla COLIAI i COL1A2:
JTOLOTIKI) 1] TTOOOTIKN AAAoiwon Twv avTioTowV NMPWTEIVWV (TUTToL |,
I, 111, IV). AutoowulKn EMLKPATOUOO KANPOVOLULKOTNTA



2QPOLPLIKEC TTIPWTELVEC

* AlodOpPETIKA THAHATA
HLOLG TLOAUTIETTTLOLKNAG
oAU 0L6ag SutAwvovTtal
TO £va TAVW OTO AAAO

* Mo ouumayng popédn
O€ OXEON UE TLG
LVWOELC

* Evlupa, METOPOPLKEG
TPWTELVEG, KLVNTAPLEG
MPWTEILVEG,
pUBLLOTLKEG
nPwTtelvec,
avoooodaLPLVEC

latpikn Xnueta 2023 MNpwrteiveg I TANAAOMNOYAQOY

B Aiapopgpwon
2.000 X 5 A

a "EAika Duoikr) OPaIPIKH) HOPPL
900 X 11 A 100 % 60 A

EIKONA 4-15 O1 opaipiké§ TPWTEIVIKEG Sopég eivar oupmrayeis kar moikideg. H
AevkwpaTiviy Tov opol Tov avBpatov (MB 64.500) €xer 585 apivo&éa oe pia povi
ocAvoida. Eda qaivovral katd poofyyiorn o SIaoTaoelg Tov Ba eixe N TTOALTTETTTION-
K| aAvoida NG AcukwpaTivig av eie aTTOKALIOTIKG popgr] ekTeTapévng B diapdp-
pwong f a-éAikag. Eriong gaiveTar To péyeBog MG TP TEIVIG 0T QUOIKL OPAIPIKY
Hoppn, 6TTwg TpocdlopioTnke pe kpuoTaAoypagia Tav akTivav X. H roAvtreTrmidi-
K] aAvoida TpéTrer var SITAWVETAN TTOAD OPIXTG WOTE VO £XEI AUTES TIG DIKOTAOEL.



Muoopaipivn

* Mpwrtelvn TwV LWV IOV SECUEVEL 0ELYOVO

* ArntoBrikevon ofuyovou kal SLleuKOAuvon TG
SLaYUONG TOU OE HUEG TIOU cUOTEAOVTOL

TAXEWCG 0 9 o O

* 153 apwvoéea kat pio opada oldérpou < N
(mpwtomopdupivn n aiun) < L

* H eninedn oudda tng aiung Bpioketal oe IR NN
OXLOUN 1 KOWAOTNTO KL TIPOOTATEVETAL ATO  ch,-c ¢ ¢ ccn,
£kBeon oto SLaAuTn JC—N- N=C|

* To drtopo Fe €xeL 2 Béoelg Segpoy ”'C P N

OUVOPUOYNG, KAOETEG OTO ETUMESO TNG ALUNG. on—d
H pia ouvbeetal pe tnv opada R tng His93, nyi, o 7/
aAAn eival Beon npoodeon tou O, H. :

(ax) CH,

latpikn Xnueia 2023 MNpwteiveg [ MAMNAAOMOYAQY
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e 8 OXETIKA eVOUYpAPA TUAMOTO O-EALKAC TIOU SLOKOTITOVTOL OTTO
OTPOEC, LEPLKEC ATIO TLC OTIOLEC €lvol B-OTPOdEC

* Ae€looTpodEC EALKEC
e >70% TWV OLUWVOEEWV BPLOKOVTOL OE QLUTEC TLC TIEPLOXEC TNC O ~EALKOLC

S
(a) ® ) (&)

EIKONA 4-16  H reraprorayrjs Sopr g puoogaipivig Tov owéppartog s pdiavag. O mpooavaroNopis Trg mpwTeivng eivan Tapdpoiog oe GAa Ta oxfiparta (a fwg
b). H opdda tng aipng qaivetan pe kokkivo. AuTr ) eikéva diver rapadeiypara yia Toug diagopeTikois TpdTTous Trapovoiaons Tng mpwTeivikig dopris. (a) O olvtrermidi-
KOG OKeAe TGS GTraxs paiveran pe To povédo kopbédas, To omroio sioryaye ) Jane Richardson. Ze auté 1o povrédo emionpaivovrar o epiox£g Tng devteporayois dopris. Ei-
van EpQavei§ o1 TEPIOXES a-EAIKaS. (B) Mia EIKGVa TOL ETTIPAVEIGKOD TIEPIYPAUPATOS, YPHOIN Na TNV ATTEIKOVIOT KOIAOTH TGV TN TIPWTEIVIG OTIS OTIOIES PTTOPES Var TTPoo-
beBolv aMa popia. (y) Mia avarrapaoTaon kopdédas, rou mepidapfaver Tig TAvpIkéS advoideg (KiTpivo) Tav LEPGpPoPwv kar@ormawy Leu, lle, Val kan Phe. (6) ‘Eva yw-
porrAnpwTiké povrédo pe GAeg TS TAELPIKES advoideg Tav apvoléwv. KaBe Gropo avamapiotdra amé pia ogaipa ov wepapPaver Tig duvdperg van der Waals. Ta
vdpbpoPa kardonra ovpPolifovran pe kiTpivo Yppa: Ta TEPIOoOTEP Sev eivan opard emeidr Ppiokovran oTo eowTepiké TG TpwTeivng. [Mnyr: PDB ID TMBO, S.E.
Philips, J. Mol. Biol. 142:531, 1980].
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Aoun pvoo@ALpivnc

* >taBepotnta amno udpodofec aAANAeTIOPACELC

* YopodoBec opadec R Bpiokovtal 0TO ECWTEPLKO TOU HOPLOU TNC
Luoodatpivng

* MoAwkeC opadec R (extog amo 2) Bplokovtol otV e€WTEPLKN
eTLPAVELA

* JUUTTOAYEC MOPLO. 2TO ECWTEPLKO TNC puoodatpivng povo 4 popla
vepou. Mukvoc vdpodoBoc mupnvag

* AcBeveic aAAnAsmdpaoelc evioyVovtoal (van der Waals)
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JToeia beutepotayouc dHoung

e OLtentttdkol deopol Bplokovtal oe

trans Stapopdwon 9 o o P
C C
* 3 anod ta 4 katahouta Pro &, e,
EVTOTIL(OVTOL OE KAUTIEG E:H.» . E:n_.
* To 4° o€ pla o EAKa Kol OnULoupyel CH, L\c_:i- : oo
KC’IHLIJ 4 Cij sFex ScH
{ 4 / C—N ‘.\I:C/\
® H ET[LT[86n Ouaéa an al-l-lnq /,(..H (,\ _,,_-_::-C\ /C\\ /(“ CH
Bploketal og oxlopn N Kowotnta cH, Eﬂ CH zﬂ
() CH
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ZYETIKQ TT0000TA a-EAlKacC kat B-Otaudppwaonc o€
TIPWTELVEC UE Uia uovo aAvoida

KaraAormra (%)*
lNpwreivn (ouvoAo karaAoimrwyv) a- EAika B- Aiaudéppwon
XupoBpuyivn (247) 14 45
PiBovoukAedon (124) 26 35
Kappogutremmiddon (307) 38 17
Kutoxpwpa c (104) 39 0
Aucoluun (129) 40 12
Muoo@aipivn (153) 78 0

* Ta THAMATA TWV TTOAUTTETTTIOIKWY AAUCidwV TToU dEV avikouv o€ a ENIKEC | B
OIONOPPWOEIC ATTOTEAOUVTAI ATTO OTPOPEC KI AKAVOVIOTA OTTEIPOEIOEIC 1
EKTETAMEVEC TTEPIOXEC. Ta TUNUATA a EAIKAC Kal B OIANOPPWONG MEPIKEC POPEC
TTAPEKKAIVOUY EAAPPWG ATTO TIG PUCIOAOYIKEG OIOOTACEIG KAI TN YEWHETPIA TOUG

latpikn Xnueia 2023 MNpwTtelve



Opot rteptypapnc SOULKWYVY TTPOTUTTWY OE Ul
rtoAurtentioikn aAvolda

Motipa
Erikpatelec
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MotiBa: AtmAn n urtepdbeuvtepotaync dourn

e AVOYVWPLOMEVO TIPOTUTIO TTUXWOoNC Ttou TteplAapfavetl Suo n
NMEPLOCOTEPQA OTOLXElOL SeuTEPOTAYOUC SOUNC KOL TLG OUVOEDELC
LETOEV TOUC

* Motifo amAo: m.x. Bpoxoc B-a-B

* Mepitexvo potifo: m.x. B-BapeAl >

(a) B-a-B Bpoxos
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Moti60 = TPOTUTTO MTUYWONC

* Ta potifa mepthapBavouv onolodNmoTeE EVUVOIKO TTPOTUTIO MTUXWONC

* Mmopel va eival Wblaitepa otaBepo n oyt

* H omtelpoeldnic EAKA TNC oL KEPATLVNG €lval Eval KOAAQ LEAETNUEVO
notifo

* H duataén twv 8 a eAlkwv TNC puoodatpivne ovopadletol SUTAN TNG
odatpivng



Ermkpateta (domain)

* Mepoc moAumentidblkng aluvoidac mou eival tblaitepa otaBepo N
Ba pmopouoe va AELITOUPYEL WC OVEEAPTNTN OVIOTNTA OE GXEON
e OAOKANPN TNV MPWTELVN

MeyaAa moAvmentidla cuyva
SutAwvovtal o€ 2 N MEPLOCOTEPEC
ETUKPATELEC, OPLOUEVEC POPEC UE
OLOPOPETLKEC AELTOUPVYLEC

Mia teploxn amo pio peyain
npwteivn dtatnpet tn owotN
tplodlaoctatn Soun TNG aKopn Kt
oTav SLaXWPLOTEL Ao TNV
uTtoAoutn moAumenTidkn aAvoida ot el 2023 Moweeivec | TATAROTIONOY




Kovovec mtuywonc

* Yopodofia
e 2T0BePOTNTA TWV MIPWTIEIVIKWY SOUWV
e Evtadlaopoc twv opadwv R twv udpodofwv ao, amnattel 2 otfadec
devtepotayouc doung: anAd potifa dnuioupyouv 2 otAdeC
e OLa eAKeC Kol Ta B GUAAA OTOV CUVUTIAPYXOUV OTLC TIPWTELVEC
Bplokovtal o Stadpopetikec dSoukee otifadec (aduvapta
auBopuntnc evwong oAUTIENTLOLKOU oKeEAETOU o€ B Slapopdwon Ue
deopouc H pe pla a-gAka mou evBuypappiletat podl touv)



Kovovec mtuywonc

 Tal TOAUTIETITLOKAL

TUNMOTO TIOU YELTOVEUOUV

oTNV pwTtoTOyn
aAAnAouyia cuyxva

otolBalovtal oTo MAAL TNC

SutAwpevnc SoUNG

* H B dtapopdwaon eival mio

otaBepn otav Ta
EexwPLOTA TUN AT

otpedovtal EAadppwg

detlootpoda
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(B) Tumkég ouvbéoeig o AlaoTavpolpevn oOvdeon
£€va 6Ao-B poTiBo (bev TrapaTnpeiTal)
o
(y) As&isoTpopn ovvbeon APIOTEPGOTPOPN OBVOEOT
peTagl B KAGVWV peTagl B KAdVDV

(TTOAU oTrévian)

V/

MepioTpappévo B iAo

®)



2uvUeta uotiba

* 0o/B kUAWVOpOC

* KaBe napadaAAnAo B tunpa
EVWVETOL UE TO YELTOVLKO TOU
LE Mo a-EALKaL

* OAec oL ouvdEODELC elval
detlootpodec

e Evromiovtal o€ eviupa, LE pia
Bcon npocdeonc yLa Eva
OUUTTOPAYOVTA ] EVOL
UTTOCTPWHLA UTTO LopPN
BuAAKoU KOVTA OTO £va AKPO
TOU KUALv6pou

latpikn Xnueta 2023 MNpwrteiveg I TANAAOMNOYAQOY

B-a- OnhiG o/ Bapéhi
EIKONA 421  Anpiovpyia pey@Awv potiwv amé pikpotepa. O a/ff kOAvdpos &i-
val éva Kové potifo mou dnpiovpyefran amé emavadiperg pIkpoTepwv poTiPawv B-
a-B OnhiGs. Avtég o a/ff kKOAIvOpog efvan pia TTEPIOXT) TNG KIVEOTG TOL TTUPOOTAPU-
Aiko0 (évQupo Tng YAuk6Avong) amé 1o kouvéN. [Mnyrj: PDB ID 1PKN, T. M. Larsen
et al., Biochemistry 33:6301, 1994].



Eyvevwc un dounuevec mpwteIVEC

* 1/3 TwV avOpwmMVwV MPWTEIVWV £lval PN SOUNUEVEC 1 €XOUV
ONUOVTLKA N OOULKAL TUpOTO

* ALAPOPETIKEC LOLOTNTEC ATIO EKELVEC TWV KAAOLKWV SOUNUEVWV
MPWTEIVWV
* Aev SLaBetouv vOpOdoBo nupnva

* Mapouoia apOovwv PopTIoUEVWY aULVOELKWY KaTaAolmwy Tu.X. Lys,
Arg, Glu

* KUpLog o0 poAog tng Pro (bLatapacoel TG Sopunueveg SOUEG)



Eyvevwc un dounuevec mpwteIVEC

* ALOYWPLOTEC, CUVOETEC, ekKaBaploTeC, puBuLoTEC (cis-regulatory
elements)

* Kevtpo onuavtikwy SIKtuwv aAAnAenidpaocnc nPpwWIEivwy
e AAAnAentidpaon pe moAAamAouc cuvtpodoug

* AvaoteA\ouv tn 6paon aAAwv MpwTeivwv: TUAlyovTtal yUpw aro TLg
NMPWTEIVEC-0TOYXOUC
* p27: KuTTapLKN Slaipeon, TUALYETOL YUPW QIO TIPWTEIVLKEC KIVALOEC KOl
avaoTteAAeL T 6paon touc. MoAAarmAol otoxol. Melwwpeva emimeda ota
KOLPKLVLKA KUTTOPA.

e KOpBol N LkplwpaTa 0TO KEVIPO MPWTEIVIKWY OLKTUWV TTOU ATTOTEAOUV
oNUATOOOTLKEC 000UC



(@)

()

pO% Bpwpoemikpdareia CBP

sT100B(Bp)

BaBpoloyia PONDR

100 200 300
Karr@horma apivo&éav
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Taéwvounon mpwteivikwy douwv (SCOP)

* [IPWTEIVIKEG OXECELG: SOULKA XOPOLKTNPLOTLKA, EEEALKTIKEC OXEOELC

* AopLKEC Taelc: bevtepotaync doun

* MpwTteivikol TUTOoL: SLAAUTEC, LVWOELC, OLOUEUPBPAVLIKEC KAL EYYEVWC
N SOUNUEVEG

e EéeAkTika cupBavta: SOULKEC avaSLATAEELC



Aopika mapépoia, Srapopenikg aAdnlovyia kar opyaviopdés

2JHF 1F8F
AAkoOAIK) agubpoyovaon AAkooAIKr| apubpoyovdéon
Equus caballus Acinetobacter calcoaceticus
Aloyo BakTripio ou evromileTan
o7 pIKpoXApiba Tou evrépou
(a) ()
All a EIKONA 4-23 Opyavwon twv mpwreiviv pe Bdaon ta porifa. Mepikd amd Ta eka-

TovTGbeg yvwotd otabBepd potiBa. (a) Aopikd diaypappara Tov eviipou aAkooNiKr
agpubpoyowion amé dbo SapopeTikois opyaviopols. TEToES oLYKpIoEI amreikoviouy
G £EAKTIKES OXEoEKg TTOL oLvTNpOLV Tr) Sopr kaBWS kai T AeiToupyia. (B) Eva HiG-
Ypappa Torrodoyias yia Tnv cAkoolikr) agpudpoyovéon amé To Acinetobacter calcoaceti-
cus. Ta Siaypappara Tomrodoyiag Tapéxouy évav TPETIo Y TV OTITIKOTIOIN 0N Twv
oToixeimv devteporayois dopris ko Twv Siaovvbéoswy Toug omig Hlo diaoTdoe, ko
prropel va eivar TTOAG Yprjoipa yia ) obykpion Tav dopikav Trruxev f potiBwv. (y) H
Baon Sedopévawv SCOP (Structural Classification of Proteins, http://scop2.mrc-
Imb.cam.ac.uk) opyavaver TiIg TIPOTEVIKES TITUXES OF TEOOEPIS KaTnyopies: GAo a, 6Ao B,
ap, kan a + . Napabefypara “6ho o ka “6ho B” wruxdv amekoviCovrar palf pe Ta
dedopéva dopikis Tagvépnong (PDB ID, Gvopa Trruxris, Gvopa TpaTEivng, Kai apxIKGS
opyaviopds) amé Tn faon debopévwv SCOP2. O kwdikGg PDB eivan 0 povabikds apiBpos
1BCF - 1PEX kGOe doprig oty Baon Aedopévwv Twv Mpwreivav PDB (Protein Bank Data, PBD,
;':Péw"’ e T Pepprriv ﬁ"m?;’ P‘;‘;’;ﬁg‘j ;"“0‘“9 www.pdb.org). [Mnyés: (a) PDB ID 2JHF, R. Meijers et al., Biochemistry 46:5446, 2007,
sscm‘lﬁ?ipoﬁ" v (kuTéxpopa B,) Amio;:gonio sap;en:) PDB ID 1F8F, ). C. Beauchamp et al., (y) PDB ID 1BCF, F. Frolow et al., Nature Struct. Biol.
1:453, 1994, PDB ID 1PEX, F. X. Gomis-Ruth et al., J. Mol. Biol. 264:556, 1996].

(v)
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1A06 I
AABoupivn Tou opos

AABovupuivn Tou opol

AABovupuivn Tou opol

AABovupuivn Tou opol l
AvOpwTrog (Homo sapiens)

1BCF l 1GAI l TENH
ToTrou gpeppiITivg o/a SakToAlog TpikAwvn Ssopiba

ToTrou PeppITivg MUKOZUAOTPAVOPEPGEOT) PE 6 POUPKETES TTpoodsons DNA/RNA
DepprTivn NMukoauuvAGon TOTTOU OHOIOTIKIG TTEPIOXTS
BakTnpiogpeppiTivn (KUTSXpwuax B ) NMuKoauULAGON OpOoIOTIKN TTEPIOXT]
Escherichia coli Aspergillus awamori, l OpoioTikn Trepioxn engrailed
TrapoAAayeEs x100 Drosophila melanogaster

‘Oro B

THOE

KartaoToA£ag TNg a-apuAGons
KartaoToAfag TNS a-apuAGons
KartaoToAéas TNSg a-apuidons
KaTaoToAféas TNSg a-apuidons
Streptomyces tendae

1JPC

B mpiopa Il

AEKTIVEG PUTGDV pe a-D-pavvédn

AEKTIVEG PUTWV pe a-D-povvédn
l AekTiVn (OLUYKOAANTIVN)

DuTS (Galanthus nivalis)
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TLXA l 1PEX

MovEkAwvVn aploTEPSoTpopn B fAika B mrpoTrEAa pE TEOOEPIS AETTIOES
Tpipepn] £vivpa TOTTOL LpXA MNMeproxn ToTrouv aipoTrnivng
AxvAoTpavoeepdon Tns UDP N-akeTuAoyAvkolapivng Nepioxn ToTrouv acnpotrnéivng
AxvAoTpavogepdorn Tng UDP N-axeTuAdoyAvkolapivng a KapBo&uTeAikr Trepioxr Tng
Escherichia coli KO. vaons-3 (MMP-13)

| AvOpwTrog (Homo sapiens)

1CD8

B sandwich ToTrou avoocoopaipivng

Avoocoopaipivn

IMeprox€g V (TOTrou peTaAnTrS TTEPIOXHS TV OVTICWHETWV)

I cps
AvOpwTTOog (Homo sapiens)
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2PIL

MiAfvn

MAivn

MiAivn

MiAivn

Neisseria gonorrhoeae

TU9A

Témouv UBC

Témou UBC

“Eviupo 00Zevng pe Tnv ovpTmkoviTivry, UBC
“Eviupo 06Zevéng pe Tnv ovpTmikoviTivry, UBC
AvBpwTTog (Homo sapiens) ubc9

I OupibLAIKY] oLVBETGON/dCMP LEpoELPEBLAGON
QupibuAikr] oLVOETGON/dCMP LEpOELPEBLAGOT
OupibuAikr] cuvBeTGoN/dCMP LEpoSupeBULAGOT

I OupibvAikr] cLVBETGON
Escherichia coli

1DEH 1DUB 1PFK

MNepioxég mpéodeong Touv NAD(P) pe mrruxr) Rossmann ClpP/kpoTovaon DWOPOPPOVKTOKIVEOT)

Mepioxég mpéodeong Tou NAD(P) pe mrruxri Rossmann ClpP/kpoTovéon DWOPOPPOVKTOKIVGOT)

Apubpoyovioes aAKoGANG/ YALKSEns, ToTrou KpoTovaong DWOPOPPOVKTOKIVEOT)
kapBo&uTeNikn TTepIoxr Yépardon Tov evobAo-CoA (kpoTovéon) ATP-e€apTdpevn

AAkooAikr Sebdpoyovdon Apouvpaiog (Rattus norvegicus) PWOPOPPOUVKTOKIVEOT

AvOpwTrog (Homo sapiens) Escherichia coli

B

Totrouv GFP

Toémou GFP

DBopIovoEes TPWTEIVES

Npdon @Bopifovoa mpwTeivn, GFP
Mébovoa (Aequorea victoria)

Kwikég PDB
AfmAwpa
YITEPOIKOYEVEIX
Oikoyéveix
MpwTeivn

Eidog




2UyKpLon tolodlaotatwy SoUwV

* OLKOYEVELO TIPWTEIVWV: TIPWTELVEC LE CNUOVTLKI OMOLOTNTA WC TTPOC TNV
npwtotayn aAAnAovyia kair/n mapopola tpttotayn doun Kat Asttoupyia.
(teptrtou 4000 S10.pOPETLKEC OLKOYEVELEC)

e OMOAOYEC: TIPWTEIVEC TTOU €XOUV OLOLOTNTEC 0TNV aAAnAou)ia Ko Tn AELtoupyia
(avikouv otnv idla olkoyEveL)

* MapdAoyec: MPWTEIVEC TNC LOLOC OLKOYEVELAC TTOU OLVIKOUV OTO 1010 €160¢
OPYOQVLOUWV

* OpBoloyec: mpwTeivec TNC OLOC OLKOYEVELOC TTOU AVIKOUV 0 AAAa L6 opyaviopwy

* YTLEPOLKOYEVELO MPWTEIVWV: 2 ) TIEPLOCOTEPEC OLKOYEVELEC UE ULKPN
OopOoLOTNTO OTNV TIpwToTayn aAAnAouyia ou xpnotlpomnolouy ta idla KupLa
SOULKA HOTIRa KOl £XOUV AELTOUPYLKEG OUOLOTNTEG



Yrtouovadec otLC TETaPTOTAYE(C OOUEC

* MpwTtelveg pe puBULOTLKO KAl SOULKO pOAo, B€oelc moAucuvBeTwWY
avtdpacewv

* MMoAupePNC: MPWTELVN HE TIOANEC UTTOLLOVAOEC
e OAwyopepnc: Alyec urtopovadeg

* Mpwtopepec: emavaapBavopevn doutkn povada os moAvpepn npwteivn (1
urtopovada rp opada vrtopovadwy)



Tetaptotaync doun tnc Aeoéuaioo@EALOLVNC

*  OAwyopepnc npwteivn

* 4 moAUTENTIOIKEC aAuoLdeC KoL 4 tpooOeTikeG opadec aipng (Fe*?) (1/moAumentidikn alvoida)

e Jdalpivn pe 2a ko 2P aAvoideg

* OLunopovadec dlatdooovtal o€ CUMUETPLKA (eVyNn Kal KABe (evyoc €XeL piat a Kat pia B aAvocida
* Tetpapepéc n SLUEPEC af MpwTopEPWVY

latpikn) Xnueta 2023 Mpwteiveg [ MAMAAOMNOYAQY



