OMIAHTHE: Tewpylog Natpvog
Enikoupog KaBnyntig GappakoyoviSiwpatikng & OapuakeuTikng Blotexvoloyiag
Epyaotrplo Moplakng BloAoyiag kat Avocoloyiag
Tunpa Qoappoakeutikng Navemotipou Matpwy

OEMA: O petaypadikdg mapayoviag KLF1 wg véog Oepameutikdg OTOXOG ylol TV

OLVTLULETWTILON TNG B-ILECOYELAKNG OLVOLLLLOLG.
Transcription factor KLF1 as an emerging therapeutic target for B-thalassemia.
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MEPINHWH:

O UNXAVIoUOC TNG AmooLWnong tng elPpuikng atpoodatpivng (HbF) otoug eviAikeg amotelel éva
onod Ta BACKA £pWTAHOTA OTNV £PEUVA Yl TNV QVIIUETWIILON TNG B-HECOYELOKAC avaluiog
(Patrinos & Antonarakis, Human Genetics, 4" ed, 2010). H pelétn NG YEVETIKAC BAoNG Twv
auénuévwy eTmedwv g HbF og pa otkoyévela amnd tnv MaAta aveédelfe OTL YEVETIKEG aANOYEG
oto yoviblo KLF1 mou kwdikomolel yla €vav Bepehwdn petaypadlkd mapdyovia ylo Thv
atgomoinon suBuvovtal ywa TNy avénon twv emunédwv tng HbF otoug evnAikeg. Mepdpota os
npoSpopa KUTTApa Twv puBpwv alpoodalpiwy Katédelav OtL To yovidlo KFL1 s€aodalilel tn
pelwon twv emumédwv tng HbF peta tn yévvnon (Borg kat ouv., Nature Genetics, 2010). H
avakaAupn autr Bftel véeg PBAoCEl; OTOV OXESLAOUO VEWV OEPATIEUTIKWV TIPOCEYYIOEWY OF
0oBevelg Mou mAoyouv and B-pecoyelakn avaipia. Ta mopanavw Sedopéva, pall pe npoocdata
avaloya gupnuaTa, £Youv OUYKeVTpwOEel otn Bdon Sebopévwv HbVar
(http://lovd.bx.psu.edu/home.php?select db=KLF1), cluudwva ue mv TPOCEYYLoN

microattribution, mou yla mpwtn ¢opd edapudleTal Le OKOTO TN CUCTNUATIKA Kataypadr OAwv
TWV MOPOTNPOUHEVWY YEVETIKWY aA\aywv oTig algoodatpvontabeleg (Giardine kat ouv., Nature
Genetics, 2011).
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The elucidation of the molecular mechanism of fetal globin genes transcriptional silencing is a
fundamental area in thalassemia research (Patrinos & Antonarakis, Human Genetics, 4th ed,
2010). Study of the molecular basis of the increased fetal hemoglobin (HbF) in a consanguineous
Maltese family indicated that sequence variations in the KLF1 gene that encodes for a key
erythroid-specific transcription factor is responsible for the increased HbF levels in adults.
Knockdown experiments in human erythroid progenitor cells indicated that KFL1 mediates fetal-
globin genes transcriptional silencing (Borg et al., Nature Genetics, 2010). This finding sets a new
pace in the development of new therapeutic interventions for B-type hemoglobinopathies
patients. These data, along with similar recent findings on the KLF1 gene, have been now
deposited into HbVar database of hemoglobin variants and thalassemia mutations
(http://lovd.bx.psu.edu/home.php?select db=KLF1), according to the microattribution approach,

which is implemented for the first time in an effort to systematically document all genetic
variation data in hemoglobinopathies (Giardine et al., Nature Genetics, 2011).

Zovtopo Bloypadiko
O k. T. Natpwog eivar Emikoupog KaBnyntng DappakoyoviSlwpatikng kot DopUoKeUTIKAG
Blotexvoloylag oto epyaotiplo Moplakng BloAoyiag kat Avocoohoyiag Ttou THAMATOG
Qappokeutikng tou Maverotnuiov Matpwv kot and to 2010 eknpoécwnog tng EANGdag otnv
opada dappakoyoviSLwHATIKAG TG Eupwmaikng Ymnpeoiog Qapudkwv (European Medicines
Agency, EMA).
To gpeuvntikd tou evdladépovto AMTOVIOL TwV £APUOYWV TNG GAPLOKOYOVISIWHOTIKNAG OF
JuxLlOTPIKA voonuoTa Kal OTlG algoodatplvontdbeleg, otnv SlaAsUKAVOn TOU HUNXAVLOHOU
anoowwnnong t™g ékbpaong Twv guPpuikwyv odpalpvikwy yovidiwv tou avBpwmou Kol otnv
OUOXETLON YOVOTUTIOU-GaLVoTUTIOU O KANPOVOULKA voonuata. Emiong n gpeuvntiki Tou opdada
£XEL ONUOVTIKO pOAo Slebvwg otnv avamtuén yovo-el8kwv (locus-specific) kol €BVIKWV YEVETIKWV
Baoswv Sebopévwy yla TN Kataypadr TNS YEVETIKAG TolkAopopdiag Stabopwv mMANBUCUWY, EVW
oo to 2009 Spactnplomoleital evepyd OTO EPEUVNTIKO TPOYpOUUa «EVETIKN Kal Kowvwvia» yla
™V Kataypadn TNg amnxnong Kol TG Katavonong tng MEvetikng Kot EATOUIKEUPEVNG LATPLKNAG
otnv EAAGSa AN Kol o8 GANEC XWPEC aVA TOV KOGHO.
O k. Natpvog €xet 80 SNOCLEVCELG OE £YKPLTOL ETILOTNLOVLIKA TEPLOSIKA Kl E(vVall 0 CUVTAKTNG TOU
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EevoyhAwooou BLBAiou «Molecular Diagnostics», mou ekdidetal amno tnv Academic Press, otnv 2"
€kboaon tou, To omnolo €xel petadpaotel kal ota eAAnVIKA. Emiong, elval o apXlouvTAKTNG Tou
€YKPLTOU €MLOTNUOVIKOU Tieplodikol «Human Genomics and Proteomics» kal WENOG TNG
OUVTOKTLKAG ETUTPOTNG TWV TEPLOSIKWY «Human Mutation», «Pharmacogenomics» kal GAAwv.
Elval péhog tou A.Z. tng NaveAlnviag Evwong Blosmotnuovwy kat tou Board of Directors tng
Human Genome Variation Society kol Sladopwv supwnaikwy kol Slebvwv emTponwv
agloAdynong. Exel Swoel MoAAEG OULALEG WG TTIPOOKEKANEVOG OMANTAG 08 eAANVIKA Kol Slebvn)
OUVEDPLOL KAL TOL EPEUVNTIKA TOU TPOYPAUMATA €XOUV TUXEL Xpnuatoddtnong avw tou 1,5
EKOTOUMUPLOU EUPW KUPLWG ad EVPWTTAIKA OVTAYWVLOTIKA EPEVVNTLKA TTPOYPAULOTAL.



