XapnAou BaOupou kakonOeiac
Non Hodgkin Aepdpwporta

BaolAkn) AapmnpornoUAou
AlpotoAdyocg
Entikoupn KaBnyntpta NMNaboAoyiag-AilpatoAoyiog



XopunAoU Baduou kakonOesiac
Non Hodgkin Aeppwpata

Ta xopunAng kakonOetac B non-Hodgkin Aepdpwpata (B-NHL) cuviotouv 1o 35% Twv Aepdwpdtwv.
>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.

Ot veomAaoieg tou Aepdlkou Lotol Sev tagivopouvtol TAEOV LE OPOUG EMLOETIKAG N ATLAC BLOAOYLKAG
ocvuneptdpopac kat ta Bswpoupeva oto mapeABov we B-NHL xapnAov Babuou kakonBelac sivat (pe
OELPA CLUXVOTNTOC)

AepdolUdLoko Aspdpwpa

xpovia Aspdokutraptkn Asvyatpio/Aépdwpa anod pkpa Aspdokutrapa
Aépdwpa oplakng {wvne

AEUYOLLULO EK TPLXWTWV KUTTAPWV

AspdonAacpatokutraptko Aéppwpa (pakpoodatpvatpio 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

Lymphoma cells

e LYMPHOMA

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)
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Ch52

CO267
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o268

ch2z 0268
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Nepdpoltdrako Aepdpwpa (FL)

AwoaBuion pe Bacn To MOGOOTO TWV HEYAAWV KuTTApWV - Grading:

grade 1 : < ano 5 kevtpoPAaotec / MOM (Meyaio Omtiko Mebdio)
grade 2: kevtpoPAaotec 6-15/ MO

grade 3: >15 kevtpoPfAaotec/ MO
3A & TOPOUCLO KEVTPOKUTTAPWV

3B amoteAoUpevo MANPWC 1 KUpiwc amo kevtpoBAdotec (= Diffuse Large B-Cell Lymphoma 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

VY
E Extralymphatic site 1?:‘"5?
S Splenic disease Ny
b




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
Qo eVIOTILOUEVN TtPOOoBoAn e€wAepudadevikol opyavou (IIE), omAnvog (111'S) A apdotepwv (IIIE+S)

Ztadlo IV Extetapévn (moAveotiakr) mpooBoAn evoc 1 TEPLOCOTEPWV EEWAEUPAOEVIKWY OPYAVWYV UE 1 XWPLS
ouoxetllopevouc Aepdadeveg, ) mpooPoAn evog e€wAepudadevikol opyAvou Kal ATTOUAKPUOUEVWY (OXL TOTILKWV)
Aepdadévwy

A xwpic cupmTwpaTa

B pe cupntwpota: anwAsia > 10% cwpatikol Bapouc toug teAeutaiou 6 LRVES, MUPETOC OV Sev dkatoAoyeitou
orto Aoipwén, VuXTEPLVEC EPLEPWOELG, KVNOHOG



NepdoldbLako Aspdpwpa - ZUVOTTTLKAL

20% twv NHL, 40% twv YaunAou Babuou kakonBesioag NHL
HAkia: eviAikeg ~ 60 £€tn, omavia o madia, J: @ =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 petatponig o€ no emt@etiki popdn (DLBCL, Burkitt, O¢eia B-AA) 15% ota 5 €tn, 25-30%
HeTA oo ta 10 £€tn

Symptoms of Follicular Lymphoma

Enlargement of the Tiredneszs Weight Loss
Lymph 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-kuTtTOapa HvRpng) kot og avidpaotikolg Aepudpadevec.

e Jmavia petdBeon tou bcel-2 yovidiou og 1omo eAadpwv aAvoswy t(2;18) kat t(18;22)

e EmutAcov kapuotumikeg aAlowwaoels 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 AlO peyaAa B-
kUttapa Aépdwpa (DLBCL): anevepyormnoinon tou del 17p13 (mutTP53), 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

CT (tpaxnAov, Bwpakoc, KotAiag)
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 }
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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 avticwpata: anti-CD20 (Rituximab- R, Obinutuzumab-G), Ibritumomab Tiutexan (°°Y-
labeled anti-CD20)

e AvaotoAeic kivaowv BTK, PI3K (Ibrutinib, Idelalisib), ) BCL-2 (Venetoclax)
e Juvbuaopévn Oepaneia (R-COP, R-CHOP, Bendamustine-R, G-Bedamustine)
Zuvtpnon: Rituximab, Obinutuzumab /8-10 BSonASEC X 2 £

METALOOXEVON ALUOTIOLNTIKWY KUTTAPWV:
- autoAoyn: o€ acBeveic uPnAoU KLVvEUVOU Kal LLE MPWLLN UTOTPOTA LETA TV XMO
- aAAOYEVAC: MOAU OTIAVLOL OE UTTOTPOTIA META QIO AUTOAOYN LETALOCXEVUON



v v v

oY [ v Y (o)
Prognosis Symptoms Patient priority
Stage Not mild Longer survival
FLIPI 1/2 : - Long remission

Grade Life/organ threatening Befter quality of lf

. I AN A

v
N/
( Choose among J
N/
Asymptomatic cases: Mild symptoms: High tumour 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 ll

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 Aépdwpa amno to
B-kUtTtapo oplaknic {wvng Ttou /
Aepdikol Lotou Twv BAEVVoyOVWY
(Aeppwpo MALT)
5-8% NHL , 50% MZL

e Nepdadeviko Aspdwpa amno to
B-kUTTOpo opLakng {wvng
< 1% NHL



EEwAepdpadeviko Aepdpwpa amo B- kuttapo oplaknc {wvnc tov
AepdLKoU LoTtoU TwV BAsvvoyovwv
Mucosa Associated Lymphoid Tissue (MALT) lymphoma
MALT (mucosa associated lymphoid tissue)

" PUOLKOG: AsudpLKOC LoTOoC BAevvoyovou oto eviepo (Peyer)

" EMIKTNTOC: avarntuoostal o€ O€oelc PAEYUOVAC, OE AMAVTINON XPOVIOU
OLVTLYOVLKOU €PEOLOMOL amo pkpofia  outoovtiyova.

2TOUC EMLONALAKOUC LOTOUC TA VEOMAOLGLATIKA KUTTapa dinBouv to
emiOnALo oxnuatilovrac AspdoeniOnAiakec 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

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 | elp>

\

[ (3:14)

[ e |
) Accelerated transformation I

1(11;18) ’P

Chronic gastritis

Antimicrobial-sensitive
MALT lymphoma

Antimicrobial-insensitive
MALT lymphoma
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E€wAepdpadeviko oplaknic {wvng - MALT A




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)

KAwikn elkova: n cumtwpatoAoyia e€aptatol oo To TAoXov Opyavo.
MNoAAanA<g e€wAepdadevikég O€oelc kat S1RONon Tou pUEAOU eivol OTIAVLEC.

2tadlomoinon: Aev pmopei va epapproocBei to cvotnua otadionoinong twv AAAwvY
Aepdwpdtwyv Aoyw eUnAoknc MoAAwV e€wAepdadevikwv OEcewv. NMoOANEC eoTieC PECA OTO
(&Lo opyavo (olehoyovol adéveg, deppa) dev avtlotolyouv anapaitnta oe Staomoptn vooo.
Mpoyvwon
MoAU kaAn: 5-eTA¢ emPBiwon 95%
Mtwxn: mpoxwpnueva otadla, duopevec IPl, BabBocg dnBnoncg yaotpilkol

TOLYWHATOC, Ttapoucio abpoicewv 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 (uLKpa > pneyaAa) mou neptaAlouv ta BAOOTIKA KEVTPA TOU AEUKOU
noAdoU Tou ormAnva Kal eMeKTElvovTal otov EpuBpo MoAdo

Avocodawvotunog : slgM+, slgD+, CD19+,CD20+, CD22+, CD79a+,
BCL2+, CD10-, CD23+, CD43-, CD103-
d=9?

Ofoelg: oAy, +/-snxwplot Aspdadevec, SuOnon pugov o 95%,
KUukAodopouvta Aaxvwta Aspdokuttapa os 15%, +/- nmop
KAwiKn ewkova : omAnvopeyaAio, KUTTOPOTIEVIEC , autoavooa GOLVOUEVQ,

T B2- ukpoodatpivn, mapanpwteivn IgM

Zuxvotepa HCV+ O a USED G5 L5
Mpoyvwon KaAn ' ? I\’..“'j/\, -
Koakol mpoyvwoTikoi mopayovteg | YN ) o
netaAAdéelg Tou p53, oykwdn vooog, kakr GuCLKr Katdotaon 4 JEn - °:’  = AL

: ' ,

unmutated IGHV


http://ashimagebank.hematologylibrary.org/content/vol2007/issue0801/images/large/SVL3.jpeg

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
KOPEOUOC), KUTTAPOTIEVLEC TTOU OodellovTal o€ eKTETAMEVN HLABNON Touv PUEAOU 1) o€
UTTEPOTIANVLOMO, OLUTOAVOGCT ALUOAUTLKA avatpio  Opopponevia ), TEAOC,
nriatitida C (HCV).



Nepdpadevikdo MZL
(+/-povokuttapostdn B-Aspdokitrapa)

2ravio 1,5% twv NHL, péon nAwia 50-60, @ >d

Napovoio eEwAepdadevikov Aspdpwpatoc oto 1/3 twv acbevwy
O¢oelg mPooBoAnc: epldepikol Aspdpadevec, puelog kat aipa (30%)
KAWIKA €lkOova: ToTikn N ekteTtapevn Aepdadevonabela
Avoocodawvotunoc: onwc MALT ) omAnviko MZL

Mpoyvwon: onwc to oANVIKO (SMZL) aAAd xewpotepn oo to. MALT, onpavtiko
OTOLXELO YLOL TNV TTPOYVWON TO MOO0OCTO HEYAAwV B Kuttapwyv, amavtolv otnv
Bepamneia aAAd €xouv UPNAO TOCOOTO UTTOTPOTIWV



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
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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 ++ — — +++ +++
CD103 - — - +++ ++
CD123 — — — +++ -
CD25 + — — +++ -
CD27 + + +++ +++ - + +
CD200 - +++ — + 4+ -

Arcaini et al, BLOOD, 2016



Central lymphoid tissue

Peripheral lymphoid tissue

Precursor B-cells

Peripheral (mature) B-cells

Bone Interfollicular Follicular Perifollicular
marrow area area area
Long-lived plasma cell
©): e
Naive 4
B-cells \
Progenitor % 4= AG entrocyte
B-cell
‘ Extrafollicular Memo.ry B-cells
B-blast @ Marginal zone
Pre-B-cell
Immature l E @l @'
B-cell @ 5 4
/ Short- Iuve @ Antigen /
plasma cell - /
B Centroblast /7
% ’
-~
-

Apoptotic o g
B-cell \ -

Precursor B-cell neoplasm

B lymphoblastic
leukemia/lymphoma

Pre-GC neoplasms
Mantle cell lymphoma

GC neoplasms

Follicular lymphoma
Burkitt Ilmphoma
DLBCL(some)
Hodgkin lymphomas

Post-GC neoplasms

Marginal zone (MALT lymphoma
Lymphoplasmacytic lymphoma
CLL/SLL, DLBCL(some)
Plasmacytoma



Bone marrow Peripheral Blood

: Secondary
t(14;18) Germinal Centre -
A Lymphoid Organs
presentation = slgG < —
—— Manllozone @) Release > "“\\
' _/ nghl zone \

Mature @ "‘ FDC / @ @ @ «"C/

) 4 : v _ Apoptosas / = nd v
O — @ ——]p @ — Z' / Dark zone \f sigM 2 HIT 4
/ . (
PreB  Immature B [ [ 3 67 3§
re- mmature 2 \Y, , '
Sk @ @ TR BeL2 | “/  Homing in 3
CD19:20+  CD19:20+ \ » :. Recr e _/._.. @ @ ey O activated

co:gz;.zo* [t(1| 39:;) ] n'ﬁ'm{ ] 2 follicles”
) » ‘_ / \
\ ‘ sigM "FL-like" \
V(D)J My | selection | > g% CD19:27+igM*> IgG‘ Recall ? : /
T SHM - CSR = [CSR* SHM*(14; 1a)o1 =
Recombination . — > < - _
= . = ’l / e~ /_':/’/

9 7 , > e —

°o«... - an v «-- " Trafficking 2

BM ©

Niches ?

Accumulation of secondary events and progression to disease?

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.
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Table 1. FLIPI and FLIPI-2

Risk factors

Risk group No. of factors

Outcome, %

5y OS 10-y OS

FLIPI Low 0-1 91 71
Age =60y
Stage I/IV Intermediate - 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
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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 Mammography 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
HOTCH signaling mutations 40%
B-5%

MALT lymphoma
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