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XapnAou BaOupou kakonOeiac
Non Hodgkin Aepdpwporta

BaolAkn) AapmnpornoUAou
AlpotoAdyocg
Entikoupn KaBnyntpta NMNaboAoyiag-AilpatoAoyiog



XopunAoU Baduou kakonOesiac
Non Hodgkin Aeppwpata

O dIaxwPICHOC TWV AEPPWUATWY O€ XaNNARS Kal uPnAAS KakornBelag TTpoTabnke apXIKA oTnv Tagivounon
Tou KieAo (Kiel classification, 1974). O1 veotrAagieg Tou Aeu@IKOU 1I0TOU Taglvourdnkav availoya e 1a
ICTOAOYIKA EUPAHMATA TWV BIOTITIKWYV UAIKWYV KAl ME BAOT TO HEYEDOG TWV TTAPATNPOUPEVWV KUTTAPWYV
[MIKPQ (-cytes) o€ xapnAng kakonBelag veoTTAdoparta EvavTl peyadAwv (-blasts) oe uwnAic].

To 1982 mrpotddnke n Tagivounon kara Working Formulation (WF), cUug@wva pe Tnv oTroia 1a Asggwuara
TAgIVOUOUVTAV aVAAOYQ UE TO OVOMEVOMEVO KAIVIKO atTOTEAEOHA UE BAon TNV emIRBiwon acOevwy TToU
OUMMETEIXaV O€ KAIVIKEG MEAETEG TNG TTPONyouuevNG dekaeTiag. H Tagivounon autry ouvduadle Koiva
TTaO0OAOYOQVATOUIKA EUPHHUATA KOl KAIVIKA XAPAKTNPIOTIKA METACU TWV A0BEVWY, NE OKOTTO TNV AVATITUEN
BEPATTEUTIKWYV AAYOPIOUWV.



XopunAoU Baduou kakonOesiac
Non Hodgkin Aeppwpata

Ta xapunAng kakonBOetac B non-Hodgkin Aepdpwpata (B-NHL) cuviotouv 1o 35% twv AepdwpdTwy.

>tnv teAevtaia taévopnon tou World Health Organization (WHO) tovietal mavtwe OTL o€ KAOE KALVLKN
OVTOTNTO TNG OUYKEKPLUEVNC KaTnyoplag urmopet va napatnpnBel peyaAo eVPo¢ KALVLIKAC
ocuuneplpopac Kot LotoAoytkn 1 KAwLKN eEEALEN.

‘Etol, oL veomAaoieg tou Aepudplkou Lotol Sev tafivopouvtol TAEOV HLE OPOUG EMLOETIKAG | ATILAC
BloAoywkng cupnepipopdc kot ta Oswpolpeva oto tapeABov we B-NHL xapunAol Babuou kakonbelog
elval (pe oelpd ouyvotntac)

e AepdolbLako Aépdwua

e xpovia Aspdokutrapikn Asvxatpio/Aépdwpa anod pkpa Aspdokutrapa

e Afpdwpa optaknc Iwvng

* Agu)aLuia €K TPLYWTWV KUTTAPWV

e AepPONMAACUATOKUTTIOPLKO Aspdwpa (Lakpoodatpvailpia tov Waldenstrom).



XapunAnc kakonBewog (Low - grade):
» Apyn €§€Agn

» Xwplc Bepameia yla LAVeC N Kal xpovia (watch
and wait)

» ‘Evapén Oepamneiac o cupnTwpATA
» ZTOXOC 0 EAEYXOC TWV CUMTTTWUATWYV

» JUXVEC UTIOTPOTIEC, OE KATIOLEC TIEPUTTWOELC
enitevén taonc

YnArg kakorBelag (High - grade):

> Paydaia e€€NEN pe Taxeio e€dmAwon TG
vooou o€ aAAouG Aepdadeveg ) Kat aAAa
opyava

» Avaykn ywa apeon Evapén Bepaneiog
» ZTto)XocC n iaon oo to Afpdpwpa

Follicular lymphoma

Marginal zone
lymphoma (all types)

Diffuse large B-cell
lymphoma



AepowuaTa

Hodgkin Aépdwpa

Non-Hodgkin Aéudwpa

e 22/100.000/£t0C

e 4% OAwWV TWV VEOTTAOCLWV, TILO CUXVO OTOUG AVOPEC.
e H enimtwon avéavel pe tnv nAkia > 40 etwv

Napdyovteg KivdUvou amoteAolV oL:

*  Nolwéelc amno Lou¢ Oonwc o Lo¢ tne nratitidog C (HCV), o
AvBpwriivog T-Aepdotpomnocg 1oc 1 kat 2 (HTLV-1, HTLV-2),
10 eAtkoBaktnpidio touv mMuAwpov (HP)

* loToplkd CUYYEVOUC ] ETIKTNTNG OLVOOOOLVETIAPKELOLG

* |oTOPIKO AUTOAVOOWYV VOGHHATWYV (pEUUATOELONC
apBpitda, cuoTNUATIKOC EpuBnuatwdng AUKOC).




NepdpoldLoko Aspdwpa



Olwdec N NepdpolidbLako Aspdpwpa

NeomAaoio amoteAovpevn anod B-kuttapa tou BAaoTiKOU KEVTPOU TwV Aepudolldiwyv
(kevtpokUTTOpO KOl KEVTIPOPBAAOTEC), oTNV omoila cuvnOBwc dratnpeital ev HEPEL
ol{wdNG LPXLTEKTOVIKN.

Avocodatvotumnoc: HLA-DR kat mavB-kuttapika avriyova (CD19, CD20, CD22,
CD79a), BCL2+, BCL6+, CD10 +(60%), slg+ ( 1gM > IgG> IgA), CD5-, CD43- katL CD11c-,
nopoucia avilyovwy 6evopLtikwyv Kuttapwv Aspdoltdiwyv (CD21, CD23) kot AAAWV UN
VEOTIAQOLOTIKWY KUTTAPWV (T-KUTTAPWV, LOTLOKUTTAPWV)

CDa0 CDs0

COEG
Ch52

Co2e7

Ch19
Co269

ch22 D268

co20 CD3Zb



Nepdpoltdrako Aepdpwpa (FL)

AwoaBuion pe Bacn To MOGOOTO TWV HEYAAWV KuTTApWV - Grading:

grade 1 : < amo 5 kevtpoPBAaotec / MO
grade 2: kevtpoPAaotec 6-15/ MO
grade 3: >15 kevtpoPfAaotec/ MO

3A & TOPOUCLO KEVTPOKUTTAPWV

3B amoteAoUpEVO MANPWCE 1N KUPLWG amo kevtpoPAdotec (= DLBCL)

e ALaKpLON HE BAON TNV APXLTEKTOVIKA - MOO000TO olwdouc avantuéng
olwbeC

>75%
olwbdec Kat dtaxuto 25-75%
g0TLAKA 0lWOEC <25%
Sdayuto 0%

O beiktng moA\armAactaopov Ki-67 sival < 20% ota grade 1-2, > 20% ota grade 3



Grade III

Grade II

Grade I




Low-grade follicular lymphoma transforming into diffuse large B-cell
lymphoma in the second lymph node biopsy: (A) H&E x100; (B) H&E x400.
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Ann Arbor Staging

I  Single LN region

IT  One side of diaphragm
ITI Both sides of diaphragm
IV  Disseminated

A No systemic symptoms
B Fever, night sweats, weight loss

o
E Extralymphatic site _”q_:"*i?
S Splenic disease Ny
b
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2tadlonoinon Ann Arbor (tportortoinon 31/10/2008)

Ztadwo | NpooPoln piag Asepdadeviknc neploxng N Aepdikov opyavou (omAnyv, BUpoc, SaktuAltoc Waldeyer) 1) evog
eEwAepdadevikov opyavou (IE)

Ztaduo Il NMpooPoAr) SUo A meplocoTtEPWV AepPadEVIKWVY TIEPLOXWV OTNV (&L TTAeUpA Tou StadpAypaToc i
EVTOTILOULEVN TIPOCPOAN €VOC e€wAepudadevikol opyAvou Kal TwV TOTikwv Tou Aepdadevwy (IIE). O aplBuocg
AepdASEVIKWVY TIEPLOX WY CNUELWVETAL e SeikTn.

2tado Il MpooBoAn Aepdadevikwy epLOXwV Kol oTLC SU0 MAEUPEC Tou SLladpAyHATOC TTOU UIMOPEL val cuvodevEeTaL
Ao evioTopEVn tPooBoAn e€wAepudadevikol opyavou (IIIE), omAnvog (111'S) A apdotepwv (IIIE+S) HH1(1) meploplopog
OTNV OVWTEPN KOWALAKA XWwPa, TIAVwW aro tnv vedppikn dAERa 111(2) epmAhokn mueAlkwy Kat/ ] mopaopTikwy Aspdadevwy
Ztadlo IV Extetapevn (moAveotiakr) mpooBoAn evoc 1 MEPLOCOTEPWV EEWAEUPAOEVIKWY OPYAVWYV UE 1 XWPLS
ouoxetllopevouc Aepdadeveg, n mpooPoAn evog e€wAepudadevikol opyAvou Kal ATTOUAKPUOUEVWY (OXL TOTILKWV)
Aepdadévwy

A xwpic cupmTwpaTa

B pe cupmtwpata: anwAela > 10% cwpatikoU Bapouc, TUPETOC, EPLOPWOELCS



NepdoldbLako Aspdpwpa - ZUVOTTTLKAL

20% twv NHL, 40% twv YaunAou Babuou kakonBesioag NHL
HAkia: eviAikeg ~ 60 £, onavia o mowda, d:2=1:1.7

Ektetapévn vaoog (otadia lll, IV) otnv dtayvwon aAld cuvnBwc (80%) oL acBeveig eival
OLCUMITTWOTLIKOL

Evtonion: Aepdadéveg, onAnvag, LUeAOC (50% twv acBevwv), aipa, Waldeyer, o e€wAepudpadevikeg
goTiec (6€pMa, TTEMTIKO, LAAOKA pOpLA) TIPWTOTAOWC 1] KATA TNV £EEALEN TNG VOCGOU

Méon emBiwon mepimou 10 €tn

Kivbuvoc petatponng o€ ro em@etiki popdn (DLBCL, Burkitt, Ofeia B-AA) 15% ota 5 €tn, 25-30%
HeTA oo ta 10 £€tn

Symptoms of Follicular Lymphoma

Enlargement of the Tiredness Weight Loss
Eymph Nodes



Warning Signs of Lymphoma

| ] . Excessive Y
. ump in sweating
Swelling of the your neck, at night

| face and neck & "o nits, N
or groin |

Unexpected Loss of
weight loss appetite

Feeling of
weakness

Itchiness




Nepdpoltdbloko Aspdwpo: KuttapoyeveTikni, oykoyovidia

e 70-90 % twv neputtwoswyv pEpouv tnVv t(14;18) avtipetabeon, kata tnv omoia to bcl-2 yovidio anod to
Xpwpoowpa 18 petatiBetatl mAnoiov tou IgH/J témou oto xpwpoowpua 14.

AUTO €XeL oav amoTteAeopa TtV avénpevn Ekdpaon tng BCL-2 mpwteivng n omoia eival apvnTLKOG
PUOULOTAG TNC ANMOMTWONC.

H t(14;18) avtipuetdBeon kal n ékppaocn tng bel-2 mpwteivng dev eivan eldkn yia to Aepudpolidiako
Afpdwpa ylati avevpioketal og 30% twv dLaxutwv Asepdpwpdtwy and peyala B-kuttapa, oe mepldhePLko
aipa vylwv dotwv (B-kuTtTapa pvnpNng) kot o avtldpaotikoug Aspdadevec.

e Jmavia petdBeon tou bcel-2 yovidiou og 1omo eAadpwv aAvoswy t(2;18) kat t(18;22)
e EmutA€ov BAAaPec oto 90% twv FL: -1p, -6q, 10q, 17p, +1, +6p, +7, +8, 12q, +X, +18q/dup.

* O aplONAG TOUG UEAVETOL LIE TNV LOTOAOYLKN €EEALEN KOl OTNV UETATPOT OE SLAXUTO AnO peyaAa B-
kOottapa Aépdwpa (DLBCL): anevepyomnoinon tou 17pl13 (yovidio TP53), pl16, evepyomnoinon tov MYC



Nepdolidlako Aspdwpa

FIGURE 3: Primary cutaneous follicular center B-cell lymphoma.
Papules and nodules in the dorsal region




Nepdolidbrako Aspdwpa: Atayvwon, otadlonoinon

Bioyia Aspdpadéva
OocteopveAikn BloPia

A |

:
b
LE
¥,
fig gl

Baseline study After chemotherapy

CT (tpaxnAov, Bwpakoc, KotAiag)
JruvOnpoypdadnua pe Gab67 n PET-CT
MAARPNC EpyaoctnpLlakog EAEYXOC

OpoAoyLkoi mpoyvwoTLlKol SEIKTEC
(LDH, CRP, B2-Mwpoodarpivn, aAfoupivn)

‘EAeyxoc avoolakic¢ pvaung (Mantoux, avtiowpata yia HBV,
HCV, HIV, CMV)

FISH: t(14;18)(q32;q21)
PCR: IGH(V-D-J) avacuvéuaopoi yovidiwv KAwvikatnto }

Gene Expression Profile



Nepdpoltdlako Aepdpwpa - Mpoyvwon

AUGCLLEVELC TTPOYVWOTLKOL TIOLPALYOVTEC

e MeyaAn nAkia, > 9
e OlwdNC Ko drayutoc apyttektovikn Aepdadeva, grade Il umotunog
e ErunmpooBetec kapuotumikeg avwuaAiec (delbq, dellp, dell7p, petaAaelc p53)

e Jtaduo lI-IV (apOpoc Aepdadevikwv palwv, onpaviikn 6tnon puelou nopoucia oykwdou¢
vOoou)

e Kakn katdaotoon kavotntag, B-oupntwpata
e Avaupia, TLDH, T B2-pkpoodarpivn, unaABoupwoupio

e Auénuévoc deiktng moAAanAaciacpov (Ki 67) twv Kuttapwv



FLIPI: Follicular Lymphoma International
Prognostic Index

e HAwia (<60 vs.>60é£tn)

e Jtaélo vooou katda Ann Arbor ( I-Il vs. llI-IV)
e Emnineda awpoodaipivne (>12 vs. < 12g /dl)

e EninedaLDH ( vs. T)

e AplOuoc Aspdpadevikwyv eotiwv (<4 vs. >4)

NMPOINQ2H
XaunAov kivéuvou : 0-1 KoKOL TPOYVWOTLKOL TTOLPAYOVTEC
EvéLapeoou KlvéUvou: 2  KAKOL TPOYVWOTLKOL TTApAYOVTEC
YynAov kwvélvou : >3 KOKOL T(POYVWOTLKOL TIOPAYOVTEC
ENIBIQZH 5£TAC 10TAC
XapnAovU Kwvduvou 91% 71%
Evéidpeoou Kivduvou 78% 51%

YynAoU KwvdUOvou 53% 36%



NepdolidbLako Aspdpwpa - Oeparneio

2taduo I-ll: tomikn aktwvoBepareia, mapakolovBnon
2taduo lI-IV:
Acvuntwpartikol aocBeveic: mapakoAouOnon (watch and wait) otav:

<3 AeppadeviKEG MEPLOXEC MaX. <7 cm, oARV <16 cm o€ CT, oxL B cupntwpota, MECTIKA PaLlVOUEVQ,
OVETLAPKELDL HUEAOU 1 TPOGBOAN {WTIKWV OpYyAVWV

ZUMITTWHATIKOL A0OEVELG : XNHELO-aVOCO0-Ospameio + KOPTLKOELON
*  AAKUALOUVTEC oLpAyoVTeC (YAwpapPoukiln, pneviapovotivn, KukAopwodapidn)
e Avaloya rmoupivng (pAovdapaumivn, KAadpLumivn, meviootativn)

e MovokAwvika avtiowporto: anti-CD20 (Rituximab- R, Ofatumomab, Obinutuzumab-G) |britumomab
Tiutexan (°°Y-labeled anti-CD20)

e AvoaotoAeic kivaowv BTK, PI3K (Ibrutinib, Idelalisib), 1 BCL-2 (Venetoclax)

e Juvduvaouevn Bepamnceia (R-COP, R-CHOP, BR, GB)
Zuvtpnon: Rituximab, Obinutuzumab /8-10 BSoMASEC X 2 £
METAUOOXEVON ALUOTIOLNTIKWY KUTTAPWV:

- autoAoyn: o€ acBeveic uPnAou KLVvdUVOUL Kal LE MPWLKN UTOTPOTIA META TNV XMO eruiwon xwplc
vooo 86% otnv 10etia

- aAAOYEVAC: MOAU OTIAVLOL OE UTTOTPOTIA HETA QIO AUTOAOYN LETALOCXEVON
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Prognosis Symptoms Patient priority
Stage Not mild Longer survival
FLIPI1/2 : : Long remission
Brade Life/organ threatening Befter quality of lf
. I AN A
v
N/
( Choose among J
v "
Asymptomatic cases: Mild symptoms: High 19"IWE'UF burden:
Watch and wait Non-chemotherapy Chemoimmunotherapy

treatment R-bendamustine

Rituximab R-CHOP
Radioimmunotherapy ) R-CVP
Consider
rituximab maintenance
(or radioimmunotherapy)
=




NepdpoldbLako Aspdpwpa - AAyopLlOpoc Ospamneiog

Stages lor |l

All Age

Groups

Radiotherapy

Obinutuzumab
Maintenance

Stages lll or IV
Age <63 Years Age > 65 Years
Good Reduced Good Reduced
Performance Performance Performance Performance
Status Status Status Status
w&w?
Immuno- Monotherapy Immuno- Monotherapy
chemo chemo
therapy therapy
65 +1
CR, PR? CR, PR?
Rituximab Rituximab Obinutuzumab

Maintenance

Maintenance

Maintenance



Nepdwpa opraknc Lwvnce (MZL)



Nepdwpa opraknc {wvng (MZL)

. ZnAthKo Aépdwpa anod to B-kuttapo
oplakn¢ {wvnc (£ Aaxvwta
AepdokutTapa)

<2 % twv NHL, 35% twv MZL

e E¢wAepndadeviko Aepdwpa amno to B-
KUTTAPO opLaknC {wvng Tou AepudLKoU
LOTOU TWV BAevvoyovwy 1
(Aeppwpo MALT)
5-8% NHL , 50% MZL

R3S
.

e Nepdadeviko Aspdwpa ano to B-
Kuttapo oplakng {wvng

< 1% NHL



E€wAepdadeviko Aépudwpa amnd B- kuttapo oplaknc {wvng tou Aepdikou Lotol Twv
BAevvoyovwv
Mucosa Associated Lymphoid Tissue (MALT) lymphoma

MALT (mucosa associated lymphoid tissue)
" PUOLKOC: AepudLKOC LoTOC BAevvoyovou oto evtepo (Peyer)

" EMIKTNTOC: AvantUooeTal o€ B€oelc PAEYUOVNG, OE OIIAVTNON XPOVLOU AVTLYOVLKOU
epeOLOMOU ato HIKPOBLa | auToOVTLYOVA.

To 6t Onua amnoteAeital anod popdoloyka etepoyevni Ukpad B kUTtapa oplaknig {wvng (centrocytic
like), povokuttaposldn, pikpa Aspdokutrapa Kot dStdomaptouc avoooBAACTEG Kal KEVTPOBAAOTEC, +/-
nAaopatokuttapa. Bpioketal otnv optakn {wvn tTwv avtdpaotikwy Aepdolldiwv Kal emekteiveTal
otnv pecoAepudolldlakn mepLoxn.

2TOUC EMLONALOKOUC LOTOUC TA VEOMAQLOLATIKA KUTTOpa 81nOoUv to emiOnALto
oxnpatilovrac AsepdoeniOnAiakeg BAaPec.



Emébnuiodoyia MALT Aspdwpdtwy

e 7-8% twv B-NHL, 50% twv NHL otopayou
e Méon nAwkia ~ 60 xpovwy, @ >J

* OE0ELG: TIETTLKO [oTOMAXOC ~ 85%, AeTTO Kol TtaxV £ViEPO [ovoooUEPMAAOTIK VOGOG TOU AEnToU
gevtépou (immunoproliferative small intestine disease (IPSID)/(a-heavy chain disease)], mveUpoveg,
opOaApka eCaptpata, SEpUa, BupeoeldNC, LAOTOC, olEAOYOVOL OOEVEC

e Juyxvn epdavion o€ avtoavooa voonpata : Hashimoto thyroiditis, myoepitelial sialoadenitis (LESA) +/-
Sjogren, lymphoid interstitial pneumonopathy

MuwkpoBLakoi mapAyovTeg :

eHelicobacter pylori (yaotpikd MALT),

eBorrelia burgdoferi (deppatikdo MALT kal voooc Lyme),
eCampylobacter jejuni ( Aemtto €vtepo IPSID),
eClamydia psittaci (opBaApikwy e€aptnuatwv MALT),
*HCV (omAnviko kat Aepdpadeviko MALT)



E¢wAepdadeviko opraknc {wvne - MALT Aépdwpa




EruénuioAoyia - MaBoyéveia MALT Aspdpwpatwv oTOpHAXO0U

Helicobacter pylori - MALT yaotpitic -
Aépudwpa

Enttotpatevon B,T AepudoKuttadpwyv OoToV
BAevvoyovo oav dvoon amavtnon oto H.Pylori

Xpovioc MoAN/opoc B kuttapwv €€ApTWUEVOC
armno T4 sldika aviidpaotikd

Aepdokutrapa Kol KUTTOKIVEC = avamtuén
na@oAoylkol KAwvou =

avtlkatdotaon Tou avildpaoTtikov MAnBucouou
= Aéppwpo MALT

HP(-) MALT Aspdwparta: emunAéov
nepLBaAlovtoloyikoi, pikpoBLokot Kot
YEVETLKOL MOLPAYOVTEG TOU acOevouc,
eUMAEKovTOL 0TNV AsppwHaTOYEVEDN

A

Proliferation of polyclonal
Ag-specific B-cells

BCR-dependent

H. pylori antigens
and/or autoantigens

Ag-dependent expansion of a
transformed B-cell clone

NF-xB activation

Cc

Ag-independent expansion
of fully transformed B-cells

BCR-independent NF-xB activation

p15, p16 alterations

1(1:14)
1(14;18)

bypass of BCR-
dependent

NF-KB activation | selpp>

\[=

[ (3:14)

[ ] |
| Accelerated transformation =

1(11;18) 'P

Chronic gastritis

Antimicrobial-sensitive
MALT lymphoma

Antimicrobial-insensitive
MALT lymphoma




E€¢wAepdpadeviko oplaknc {wvne - MALT Aépdwpo oTopAxoU




MALT NAépdwpa

Awaomopa:

o€ aAAec B€oelc BAevvoyovwy N un BAevvoyovwy (omtAnv, LUEAOC, NTTAP) HECOW ELOLKWV
urtodoxewv homing A4B7 intergrin (B kuttapa ) — MAdCAM-1 addressin (ev6oBOnALo otic MAAKEC
Peyer, Aeppadevwyv peoeviepiou, otAnvikou marginal sinus)

KAwLiKn elkova: n cumtwpatoAoyia e€aptatol amo To Taoyov 0pyavo, TOAAATTAEG
e€wAepdpadevikéc Ooelg oe 10% acOevwy, n SNONon LueAov MoLKIAEL

2tadlomoinon: Aev pnopei va epapproocBei to cvotnua otadiornoinong twv AAAwvY
Aepdwpdtwyv Aoyw eUnAokAC MOAAwV e€wAepdadevikwv OEcewv. NMOANEC e0TieC PECA OTO
(&Lo opyavo (olehoyovol adéveg, deppa) dev avtlotolyouv anapaitnta oe Staomoptn vooo.
Mpoyvwon
MoAU kaAn: 5-eTA¢ emPBiwon 95%
Mtwxn: mpoxwpnueva otadla, duopevecg IPl, BabBocg dnBnoncg yaotplkol

TOoLYWHATOC, Ttapoucio abpoicewyv peyalwv B-kuttdpwv



International Prognostic Index (IPI) score

One point is assigned for each of the following risk factors:

* Age greater than 60 years
 Stage lll or IV disease

* Elevated serum LDH

* Performance status of 2, 3, or 4
 More than 1 extranodal site

The sum of the points allotted correlates with the following risk groups:
* Low risk (0-1 points) - 5-year survival of 73%
* Low-intermediate risk (2 points) - 5-year survival of 51%
* High-intermediate risk (3 points) - 5-year survival of 43%
* High risk (4-5 points) - 5-year survival of 26%



2NANVIKO Aspdwpa oprakng {wvne (SMZL)

NeomAaoia ano B kUttapa (HUikpd > peydia) mou neptBaAAouv ta BAaoTikA KEVIpa Tou AeukoU TToAdoU Tou
OTIAVA KoL ETtEKTELVOVTOL OTOV EpUBPO oA O

Avoocodawvatunog : sigM+, sigD+, CD19+,CD20+, CD22+, CD79a+,
BCL2+, CD10-, CD23+, CD43-, CD103-
g=9

Ofoclc: onAny, +/-enxwplol Aepdadéveg, StnOnon puelov o 95% ,
KUKAodopouvta Aaxvwta Aspudpokuttapa os 15%, +/- nmap
KAwikn €lkova : omAnvopeyoAla, +/- KUTTapomevieg , autoavooa Gpalvoueva,
T B2- wkpoodaipivn, mapanpwteivn IgM
Zuxvotepa HCV+
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Table 1. Flow cytometry features of SMZL and other leukemic B-cell
lymphoproliferative disorders

SMZL CLL MCL HCL HCL-v
slg Strong Weak Strong Strong Strong
CD5 + +++ +++ - -
CD23 + +++ — — -
FMC7 +++ + +++ + 4+ +++
CD11c e — — +++ +++
CD103 - — - +++ ++
CD123 - — — +++ -
CD25 + - - +++ —
CD27 + + +++ +++ - + +
CD200 - +++ — + 4+ -

Arcaini et al

, BLOOD, 2016



2NANVIKO Aspdwpa opraknc wvne (SMZL)

To omANVIKO Apudpwpa oplaknc {wvng aadopd 0€ pLol KALVLKI) OVTOTNTO TTOU CUXVA
nepthapBavet to omAnva, touc Aepdadévec TG MUANG TOU GIMANVOC, TO LUEAO TWV
OOTWV Kol TO TLEPLPEPLKO aipa.

OLtepLdpepikot Aepudadevecg dev npoofariovtal cuvRBwc.

H mAelovotnTta Twv acBevwyv €XoUV HLaL ATTLAL KALVLKH TTOpELD, LE pLa SLAUEDN
ouVvoALKN eTtBiwon >10 eTwv.

Mpoteivetal mapakoAovOnon kol xopnnynon Oepaneiog povo o€ vmapén
OUMITTWHATIKAC OTIANVOMUEYOALQC : TOTILKA CUMITWHATA (TT.X. aloOnupa tAnpotntag
N AAyouc O0TO OPLOTEPO UTTOXOVOPLO, AAYOC OTOV APLOTEPO WHO N EVKOAOC
KOPEOMOC), KUTTAPOTIEVLEC TTOU odellovTal og ekTETAPEVN SLNONON Tou pueloy,
OLUTOAVOON OLUOAUTLKA avatpio ) Opopponevia ) UNEPOTIANVIOUOC 1, TEAOC,
nriatitida C (HCV).



Nepdpadeviko MZL
(+/-povokuttapostdn B-Aspdokitrapa)

Zravio 1,5% twv NHL, péon nAwio 50-60, @ >d

Napouoia eEwAepdadevikov Aspdpwpoatog oto 1/3 Twv acbevwv

MopdoAoyia: KUTTapa opLlaKkn g {wvneg KEVIPOKUTTAPO, LLOVOKUTTAPOELSN), SlaoTaptol
kevipoPAdotec, StnBolv tnv opLakn {wvn Ko TNV SLapEeon mepLoxn
HeTall Twv Aepdollbiwv Twv Aepdadevwy

Ofoelg mpooBoAng: epldepikol Aepdadevec, puelog (30%) kal aipa

KAwikn glkova: Torkn ) ektetapevn Aepdadevonabela

Tunot: opowalwv pe MALT NHL, opotdlwv pe ormtAnviko MZL

Avoocodawvotumnoc: onwc MALT r} omAnviko MZL

Mpoyvwon: onw¢ to ormtAnviko (SMZL) aAAad xepotepn amo to MALT, onuavtiko To

TLOOO0OTO HEYAAWYV B KuTTApWV, aravtouv otnv Beparmeia aAAd Exouv

VP NAO TTOCOCTO UTIOTPOTIWY, HEON eTLBlwon ~ 5€tn.



Oepaneio Aspdwpatwv oprtaknc {wvne |

MALT Aépdwpa
e ESaptwHEVO aTtO MIKPOBLA —HoVAPNG EVTIOTILON :
Helicobacter pylori : PPl + apofukiAivn i kAapuBpopukivn + petpovidaloAn x 14 nu.

MNopakoAouBnon: breath test ava 3 pRveg, yaotpookonnon-Proieg avad 6 LAVEC X 2 xpoOvLa, LETA AT Tou
£TOUC

Av avtoxn ota avtiprotika i t(11;18) N H.Pylori(-) | ektetapuévn vooog => Tuotnpatikn Oepaneia
Chlamydia psitacci : 60&ukukAivn

Borellia burgdoferi : soéukukAivn i apofukiAAivn

e Mn e§opTWHEVO OO LKPOPLOL — LOVIPNG EVTOTLON : XELPOUPYLKA adaipeon
(MAQV ToU yaotplkoU Aepdpwpartog), Tomnikn aktivofolia , xnuewoBeparmeia

e EKTETAMEVN VOOOC - UTIOTPOTI) — AVTOXH OTO OLVTILBLOTLKA:

- MovoOBeparneia pe Rituximab

- Zuvduacopévn xnueo-avocoBepaneia (R-COP, R-CHOP, BR)



Oepaneia Asppwpatwyv optaknc wvne i

INMANVIKO Afpdwua :

NapakoAoUOnon KOVO G ACUUTMTTWHOTLKOUC AOOEVELC
E¢alewdn evdexoueva vnokeipevng HCV Aoipwénc
MovoOepamneia pe Rituximab

Zuvduaopévn xnueto-avoocoBepaneia (R-COP, R-CHOP, BR)
2ITANVEKTOMA

Nepdpadeviko Aépdwpa oprtakic wvng :
Yuvbuaopevn XMO pe povokAwviko avticwua (R-COP, R-CHOP, BR)
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Bone marrow Peripheral Blood
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Model of FL pathogenesis. Naive B cells in the bone marrow (BM) acquire the t(14;18) translocation due an error in V(D))
recombination and subsequently home to B-cell follicles where they undergo the GC reaction. In the dark zone of the GC,
the B cells proliferate as centroblasts and undergo somatic hypermutation (SHM) and class switching of their BCRs.
Centroblasts then become smaller centrocytes and migrate to the light zone of the GC where they interact with follicular
dendritic cells (FDCs) and are selected to either undergo apoptosis or rescue by follicular helper T cells (T;,) based on
antigen (Ag) affinity of their BCRs. Ectopic expression of BCL2 provides mutant B cells with t(14;18) an avenue to escape
apoptosis, independent of BCR affinity. These FL-like B cells then exit the GC and enter the circulation where they might be
prone to traffic between follicles and/or the BM and have the opportunity to acquire additional genetic changes necessary
for transformation to FL. Reprinted from Roulland et al2 with permission. CSR, class switching recombination; IgM,
immunoglobulin M; slgM, surface immunoglobulin M.



http://www.bloodjournal.org/content/127/17/2055?sso-checked=true

Anti-apoptotic proteins

BCL-2
Other members include BCL-X , BCL-W, MCL-1, BCL-B

Pro-apoptotic proteins

BH3-only activators

BID, BIM
Other members include BAD, NOXA, PUMA

Multi-domain effectors
BAX, BAK, BOK
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Table 1. FLIPI and FLIPI-2

Risk factors

Risk group No. of factors

QOutcome, %

5-y OS 10-y OS

FLIPI Low 0-1 91 71
Age =60y
Stage lII/IV Intermediate 2 78 51
Hemoglobin <12 g/dL
LDH elevated High 3-5 53 36
=4 nodal sites
3-y PFS 5-y PFS
FLIPI-2 Low 0 91 80
Age =60y
B2M elevated Intermediate 1-2 69 51
Hemoglobin < 2 g/dL
BM involvement High 3-5 51 19

Lymph node diameter =6 cm

B.Kahl and D. Yang, BLOOD 2016




NaBoyévela Aspdwpatoc oplakng {wvng

NF-xB signalling
mutations: 35%

NOTCH signalling
mutations: 40%

ZHO1ON

7q deletion: 30%

KLF2 mutations: 20-40%

Biased IGHV1-2*04
usage: 30%

Figure 2. Key molecular alterations in SMZL. Schematic representation of genes and pathways that are molecularly deregulated in SMZL. The prevalence of molecul

alterations in SMZL is shown as a percentage beside each gene or pathway.

Arcaini et al, BLOOD, 2016
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Table 2. Recommended site-specific workup in MALT lymphomas

MALT lymphoma site Site-specific staging procedures

Stomach Ear/nose/throat examination, EGD, endoscopic ultrasound to evaluate regional lymph nodes and gastric wall infiltration, search for H pyiori
(histochemistry, serology, breath test, fecal antigen), search for MALT1 translocation by FISH

Salivary glands Ear/nose/throat examination and ultrasound. Anti-SSA or anti-SSB antibodies for possible association with Sjégren syndrome

Thyroid Ultrasound + CT scan of the neck and thyroid function tests

Lung Bronchoscopy with bronchoalveolar lavage

Small intestine Search for C jejuni in the tumor biopsy (PCR, immunohistochemistry or in situ hybridization)

Large intestine Colonoscopy

Breast Mammaography and MRI

Ocular adnexa MRI and ophthalmologic examination. Search for C psittaci in the tumor biopsy and blood mononuclear cells by PCR may be considered

Skin Search for B burgdorferi in the tumor biopsy by PCR may be considered in areas where it is endemic

EGD, esophagogastroduodenoscopy; FISH, fluorescence in situ hybridization; MRI, magnetic resonance imaging; PCR, polymerase chain reaction; SSA, Sjogren
syndrome A; SSB, Sjbgren syndrome B.

{afectioys agents* HaHY 1-2%04
Helicabacter pylori Biased IGHY wsage fntveifous sges IGHVH1-69
Berrelia burgrorior b Infectious agents 1GHHTES Hapatitls © virus IGHVHI-23
Clamydephils paitiaci P Hepatitis € wirus IGHVHE34 IGHVHE-14
oy Cmpylobicter jajuni IGHVHE-34 BCR
o E’ IGHVHL-55 BCR
BCR CARDYS mutations

CARDTT mulations
0-10%

HOTCH signaling mutations
KOTCH signaling mutations 40%
B-5%

MALT lymphoma
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