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H etepoyevela twv Aepdwpdtwv g oplakic fwvng: MeAétn KAWWKWY  Kal
BloAoyikwv Sektwv

NepiAnyn:

H katnyopia twv Aepdwpdtwv g oplakic Lwvng (AOZ) elvar pa ondvia kat
e6QUPETIKG  €TEPOYEVAG OMASO voonudtwy, evd N avadepOUevn ETEPOYEVELL
Tapatnpeital Kl HETAaY TwV TPLIDV SLaKPLTWV TNE UTIOKOTNYOPLWV.

To omAnviké Aépdwua g oplakng wvng (EA0Z) Xapaktnpiletat and uidnon tou
onmANVOE Kat Tou HUEAOU Twv 0oTWV and wpipa CD5 apvntikd B-Aepdokuttapa, evw
OTNV MAELOVOTNTA TWV TIEPUTTWOEWY ouVoSeUETal and Aeuxawikn gwkova. Mapd ™
oUXva AT Kol PE €UVoikh mpdyvwon Bodoywkn mopeia g véoou, 20% twv
acBevwv pe SAOZ mapoucldlouv pa o eruBetikn Blodoyik oupmepidpopd pe
unotpordiovoa mopeia Kal  avdmtuén LOTOAOYIKAG  METATPOTAG O LPNAAC
kakonBeiag B-Aépdwua. Exouv avamtuxBei Siddopa TPOYVWOTIKA CUCTAHATA,
wWotooo Sev €xouv pPéXPL OrjUEpa eviomiaBel Bodoyikol mapdyovteg ot onoiol va
ouoxetitovral woxupd pe Suopevn ékBaan. OL HeTaAAGEELG oTa yovidia NOTCH2 kat
TP53, avadépovral wg Suoueveic napdyoviee, v npoodata, npoadiopicBnkav
bvo BloAoyikég katnyopieg pe Sladopetikn Bodoyia aMa kat mpdyvwon: n pa
apopd ™ Swatapaxr tou povomatiot NF-kB, NOTCH kot KLF2 He duopevéatepn
npoyvwon kat n Seltepn adopd Swatapayr tou unxaviopol emavopBwong tou DNA
(yovibia TP53, ATM).



To Aepdadevikd Aépdwpa e oplakng fwvng (ANOZ) amoteAel tnv mAéov omdvia
unokatnyopia, kat éwg orfjpepa Sev éxouy dlepeuvnBei 1o yevetkd unopabpo, ot
nuBavol npoyvwoTikoi TAPAYOVTEG Kal oL BLOAOYIKEC OHOLOTNTEG Kat Sladopéc e Ta
aMa AOZ. H 8¢ Beparneutiky Tou QVTpeTwIIon €xel UBeTNBel amd ta dila
XaUnAAG kakonBeiag B-Aepdwpara, kat Kupiwg to AepdpollSLaksd Aspdwpa.

Ta efwAepdasdika Aepdpwyara MG oplakrg fwvng (EAOZ) mepiapBdvouv to
Yaotpo EAOZ, yvwotd kat we MALT Aépdwpa otopdyou, Tou onoiou n BroAoykA
TIOPELQ, TO YEVETIKO UMGOTPWUA KAl TaL OUOXeTW{OpEVa BloAoyikd povondria Exouv
HeAenBel evéelexwg kat mepapBavouy TG avadlatdéels t(11;18), t(1;14), t(14;18)
Kat TNV evepyornoinon tou povonatiod NF-kB. Ta EAOZ TANV TOU OTOMAXOU, Eival
eCQUPETIKG OTAVIa Kat ogopolv mowkides efwAepdadevikéc Beoelg, oOnwe o
0$pBarpds, o Bupeoeldric adévac, ol oledoydvor abéves, to Séppa, n okAnpa
HAvLyya, To maxl évtepo, To nmap, o nvedpovag k.o. H mokhia twv QAVOTOULKWY
Béocwy, o Sladopetikdc QVTLYOVIKOG EpeBLOpOG Kat N onaviotnta twv EAOZ éxouv
EUNOGIoEL TNV CUOTNUATIKY kataypadn toug, TNV Perétn tne BloAoyiag toug kat T
OHolOYEvELa TNG Bepaneiag Toug, n onola e€aprdral and v EVTOMLON.

ZKomog TG mapovoag PeEAETNC elval va eviomioBoly Kat va kataypagolv and to
EKTEVEG  apyeio napakoAovbnong g Alpatodoyikng  kKAwikAg  ta
KAWVIKOEpYaoTnpLakd XAPaKINPLOTIKA, n Bepaneia, n mopela kat n ekBaon twv
aoBevwv nou avAkouv oTig TPeLe Baoikég unokatnyopiec AOZ (ZA0Z, AN\OZ, ENOZ) -~
ANV TWV yaoTtpkwy MALT Aepdwpdtwy-, va culexBouvv ta undpyovta BloAoyikd
UAKG (aipa, HUEASS Twv 00TV, KUBoL mapadivng and g apxikeg Bloiee mou
¢Becav ™ Sdyvwon) kot va vivel pedétn twv petaAddfewv yovibiwv mou
oxetifovral pe a. tnv 066 tou NF-kB, B. 0 punxaviopé emsiépBwonc tou DNA kat Y.
TOUG ETIYEVETIKOUG UNXAVIOUOUG TNG HeBUAiwong Tou DNA kat tne arokeTuAiwaong
TWV LOTOVWV.
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Abstract:

Marginal zone lymphomas (MZL) constitute a rare and highly heterogeneous group
of diseases, while the reported heterogeneity is also observed throughout its three
distinct subgroups.

Splenic marginal zone lymphomas (SLOZ) lead to infiltration of the spleen and bone
marrow by mature CD5-negative B-lymphocytes, and to blood infiltration in most
cases. Despite the often mild and favorable prognosis of the biological course of the
disease, 20% of patients with SLOZ present a more aggressive biological behavior
with a relapsing course and histological transformation to high-malignancy B-cell
lymphoma. Various prognostic systems have been developed, but no biological
factors have yet been identified that are strongly associated with adverse outcome.
Mutations in the NOTCH2 and TP53 genes are reported as adverse factors, and
recently, two categories with different biology and prognosis have been identified:
firstly the disordered NF-kB, NOTCH and KLF2 pathways with a worse prognosis and
secondly the disordered DNA repair mechanism (TP53, ATM genes).

Nodal marginal zone lymphomas (NMZL) are the rarest and as a result, the genetic
background, the potential prognostic factors and the biological similarities and
differences from other MZLs have not been investigated yet. Therapeutic



management of other low-grade B-cell lymphomas, especially follicular lymphoma, is
therefore followed.

Extranodal marginal zone lymphomas (EMZL) include gastric MZL, also known as
gastric MALT lymphomas, whose biological course, genetic substrate and associated
biological pathways have been thoroughly studied and include the t(11;18), t(1;14),
t(14;18) translocations plus the activation of the NF-kB pathway. Non-gastric
MALTsare extremely rare and involve a variety of extranodal sites, such as the eye,
thyroid gland, salivary glands, skin, dura mater, colon, liver, lung, etc. The various
locations, the different antigenic stimulation and the all in all rarity of EMZLs have
been obstacles to their systematic reviewing, studying of their biology and
homogeneity of their treatment, which differs according to location.

The aim of the present study is to make use of the extensive available follow-up
records of the Hematology Clinic in order to identify and note the patients’ clinical
and laboratory characteristics, treatment, course and outcome in the three main
MZL subgroups(SMZL, NMZL, EMZL)- other than gastric MALT lymphomas-, to collect
available biological material (blood, bone marrow, paraffin cubes from the initial
biopsies that established the diagnosis) and to study gene mutations related to a.
the NF-kB pathway, b. the DNA repair mechanism and c. the epigenetic mechanisms
of DNA methylation and histone deacetylation.
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