XapnAou BaBuou kakonBeia
Non Hodgkin Aepdpwporta

Bao\lkn AapmporoUAou
ALLOTOAOYOC



Nepdwpato

Hodgkin Aépdwpa

Non-Hodgkin Aépdwpa

e 10-12/100.000/€t0C

* 4% OAWV TWV VEOTTAQLOLWV, TILO CUXVO OTOUC AVOPEC.

e H enimtwon avéavel pe tnv nAkia > 40 etwv

Napdyovteg Kivduvou amoteAolyv ot:

*  Noluwéelg amno Lov¢ onweg o Lo¢ tne nratitidoag C (HCV), o AvBpwrivog T-
Nepdotpornoc 1o¢ 1 kat 2 (HTLV-1, HTLV-2), to eAtkoBaKtnpidLo tou
nuAwpov (HP)

* |oTOPLKO OUYYEVOUC N ETILKTNTNG OLVOOOOLVETIAPKELOLG

* |OTOPLKO AUTOAVOCWV VOCGHATWYV (pevpatosldnc apbpitida, cUOTNUATLKOC
gpuONUaTWONC AUKOC).
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Nepdpwpoata ano B-kuttapa

Nepdwpata oo npodpopo B kuttapa

e (Precursor B lymphoblastic lymphoma/leukaemia)
Aepdwpata and wppa (mepipepika) B kutrapa:

Nepdokuttaplko Aépudwpa amnod pikpd Aepdokutrapa/xpovia
Aepdokutraptkn Asvyatpia (Small lymphocytic lymphoma/chronic
leukaemia)

B nipo-Aepdokutrapikni Asuvyoupia (B-cell prolymphocytic
leukaemia)

NepdomnAaopatokuttaptlko Aépdpwpa (Lymphoplasmacytic
leukaemia)

>TIANVIKO Aspdwpa TS oplakng {wvng (Splenic marginal zone
lymphoma)

E€wAepdadeviko Acpudwpa tng oplakng (wvng tumov MALT
(Aeppwpa otopadxou) (Extranodal marginal zone-MALT)



Nepdpwpota ano B-kuttapa

Nepdadeviko Aepdwpa tng optaknc {wvne (Nodal marginal zone
lymphoma)

Olwdec Aépudpwpa (Follicular lymphoma)
Neppwpa Mavdva Mantle cell lymphoma
Awdxuto Aépdwpa peyaAwv B-kuttapwv (Diffuse large B-cell lymphoma)

Mpwtomab&c pecobwpaklko Aépdwpa peyalwyv B-kuttapwv (Primary
mediastanial large B-cell)

Evoayyelako Aépdpwpa amnod peyaia B-kuttapa (Intravascular large B-cell
lymphoma)

NpwtonaBec Aepdpwpa kolhotntwy (Primary effusion lymphoma)
Burkitt’s lymphoma/leukaemia



XounAng kakonOeiac (Low - grade):

Apyn e€eAn

Xwplic Bepareia yLa LAVEC 1] KoL
xpovia (watch and wait)
‘Evapén Bepameiac oe

CUUMTWH AT

Gtéxoq O éAvaoq va Burkitt lymphoma
0 U untw udtwv Mantle cell lymphoma Hairy cell leukaemia

2UXVEC UTIOTPOTIEG, OE KATIOLEG S——
TIEPLITTWOELC ETtiTEVEN laoNng

YV V. V VYV

Chroniclymphocytic
leukaemia

Follicular lymphoma

Y¥nAnic kakonBewag (High - grade):
» Paydala eEEAEN pe Tayela
g€amAwaon tng vooou o€ AAAOUC ——
Aepdadevec ) kat AAAo opyava Reogees
» Avaykn yla apeon evapén
Bepareiog
» 2T10XO0C N laon oo to Aépdwpa

Marginal zone
lymphoma (all types)



Olwdec N Nepdpoltdblako Aépdpwpa

NeomAaoio amoteAovpevn anod B-kuttapa tou BAACTIKOU KEVTPOU
TwV Aepudoltdbilwyv (kevtpokuTttapa Kol KEVIPOPAACTEC), otnV
omoia cuvNBwc dratnpeitot ev HEPEL N 0TWONC APXLTEKTOVLIKN.

Avoocodawvotumog: HLA-DR kat mavB-kuttapika aviiyova (CD19,
CD20, CD22, CD79a), BCL2+, BCL6+, CD10 +(60%), slg+ ( IgM > IgG>
lgA), CD5-, CD43- kait CD11c-, mapouaoia avilyovwyv SevEpLTLKWVY
KuttapwVv Aspdolldiwv (CD21, CD23) kot AAAWV UN
VEOTIAQOOTIKWY KUTTAPWV (T-KUTTAPWYV, LOTLOKUTTAPWV)

Ch52

Ch19

Cch2z

co20 CD3Zb




Nepdpoltdlako Aepdpwpa (FL)

e AwafaBuion pe BAcn TO MOGOOTO TWV HEYAAWV KUTTAPWV -
Grading:

grade 1 : < ano6 5 kevrpoPBAdotec / MOI
grade 2: kevtpoPBAdaotec 6- 15/ MO
grade 3: >15 kevtpoPAdaotec/ MO
3A € TTOPOUCLO KEVTIPOKUTTAPWV
3B armoteAoUpEVO MANPWCE 1N KUPLWE amo kevtpoPAdotec (= DLBCL)

e Awakplon He Baon TNV APXLTEKTOVIKA - TTOG0O0TO o{wdoug
oVATTUENC

olwbeC > 75%
olwdec ka dlayxuto 25-75%
go0TLaKA 0lwdEC <25%
Sdaxuto 0%

O 6eiktng moAharmAactacpoU Ki-67 sival < 20% ota grade 1-2, > 20% ota
grade 3






NepdpoldbLako Aepdwpa - ZUVOTTTLKAL

20% twv NHL, 40% twv xaunAou Babuou kakonBeioag NHL
HAwkla: eviAikeg ~ 60 €tn, ontavia o mada, J:2=1:1.7

Ektetapévn vooog (otadia lll, IV) otnv Stayvwon aAld cuvnBwc (80%) ot
aoBevelc elval lGUMITTWHOTIKOL

Evtonion: Aspdadévec, onmAnvag, LUeAog (50% twv acBevwv), aiua,
Waldeyer, og e€wAepudadevikeg eotiec (d€pp, TIEMTIKO, LOAAKA LOPLAL)
npwtomadbwc 1 ota nAaiola YEVIKEUEVNC VOCOOU

Méon emBiwon 210 €n

Kivbuvoc petatponig o€ o emBetiki popdn (DLBCL, Burkitt, Ofeia B-AA)
15% ota 5 €tn, 25-30% peta ano ta 10 €tn

Symptoms of Follicular Lymphoma

Enlargement of the Tiredness Weight Loss
Eymph Nodes
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Nepdpolidbloko Aspdwpa: Kuttapoyevetikn, oykoyovidia

e 70-90 % twv neputtwoswyv dpEpouv tnv t(14;18) avtipetabdeon, KATA TNV Omoia To
bcl-2 yovidio ano 1o xpwpoowpa 18 petatiBetal mAnoiov tou IgH/J témou oto
Xpwuoocwua 14,

AUTO €XeL oav amoteAeopa TNV avénuévn Ekppaocn tng BCL-2 mpwteivng n onoia
glval apvnTkog pUOLOTAG TG AMOMTWONG.

H t(14;18) avtipetaBeon kat n €kppaocn tng bel-2 mpwteivng dev eivan eldkn yua
10 AgpdoltdLako Asppwpa yiati avevpioketal o€ 30% Twv SLAXUTWV AEUPWHATWV
arno peyala B-kuttapa, o€ mepldpeplko aipa vywwv dotwv (B-kUTTapa pvAung) Kot
o€ avtidpaotikolg Aspudadevec. H Ekppaon tng mpwteivng elval Eévtova BeTiKN, o€
avtifeon pe ta aviidpaotika BAaoctikd kEvipa ov eivat bel-2(-).

e Jmavia petdBeon tou bcl-2 yovidiov og 1010 eAadpwv aAvoswy t(2;18) kat t(18;22)

e EmutAéov BAAaPeg oto 90% twv FL: -1p, -6q, 10q, 17p, +1, +6p, +7, +8, 124, +X,
+18g/dup. O aplOuog toug auvéavetal e tnv LotoAoykn dtaBabuion kot otnv
METaTPOmn o€ diaxuto ano peyala B-kUttapa Aépdwpa (DLBCL): anevepyomoinon
Tou 17p13 (yovidio TP53), p16, evepyormoinon tov MYC



Nepdolidblako Aspdwpa: Atayvwon, otadlonoinon

Bioia Aspdpadéva

OocteopueAikn BloPia

CT (tpaxnAov, Bwpakoc, KotAiag )
2ruvOnpoypadpnua pe Ga67 n PET-CT
MARPNC EpyaoctnpLlakog EAEYXOC

OpoAoyikol mpoyvwoTiKol SEIKTEC
(LDH, CRP, 2-M, aABoupivn)

‘EAeyxo¢ avoolaknic pvipung (Mantoux,
aviiowpata yia HBV, HCV, HIV, CMV)

FISH: t(14;18)(q32;921)
PCR: IGH(V-D-J) avacuvéuacpoi vovm&iwv} KAWVIKOTNTA

Baseline study After chemotherapy

Gene Expression Profile



Ann Arbor Staging

I  Single LN region

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

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

&

E Extralymphatic site _?L’JTF
S Splenic disease N
b
i

o s



Nepdpoltdlako Aepdpwpa - Mpoyvwon

AUGLLEVELC TTPOYVWOTLKOL TIOLPOALYOVTEC
e MeydAn nAwkia, &> 9
e OlwdNC Kot drayutoc apyttektovikn Aepdadeva, grade Il umotunog
e Erunmpoobetec KAPUOTUTIKEG avwaAiec (delbq, 1p, 17p, petaAAagelc p53)
e Yriepékdpoaon yovidiwv pokpodpaywyv Kot SEVOPLTIKWY KUTTAPWVY
e Itadio -1V (aplbpoc Aepdadevikwv palwv, onpaviiky 8tnnon puelov
napoucia oykwdouc vaoou)
e Koakn katdotaon Lkavotntag, B-oupntwuata
o Avawia, TLDH, T B2-pwkpoodaipivy, TCA 125, unaABoupwarpio

e Auénuevocg deiktng moAAamnAaciacpov (Ki 67) twv Kuttdpwy



FLIPI: Follicular Lymphoma International
Prognostic Index

e HAwia (<60vs.>60¢€£tn)

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

e EninedaLDH (Y vs. T)

e AplOpoc Aspdpadevikwy eotiwv (<4 vs. >4)

NMPOINQzH
XounAov kivduvouv : 0-1 KoKol TPOYVWOTLKOL TTOPAYOVTEC
EvéLapeoou KlvéUvou: 2  KAKOL IPOYVWOTIKOL TTApAYOVTEC
YynAoU kwéUvou : >3 KOKOL (POYVWOTLKOL TTOPAYOVTEC
ENIBIQZH 5ETAC 10£TAC
XopnAou Kivdéuvou 91% 71%
Evéiapeoou Kivdéuvou 78% 51%

YynAoU kwvdUvou 53% 36%



NepdolidbLako Aspdpwpa - Osparneio

2tadio -1l pe xaunAo ¢poptio: tormikn aktivoBepareia, mapakolovOnon
2tadio llI-pe vPpnAo doprtio, HI-IV:

Acvuntwpatikol acBeveic: mapakoAovOnon (watch and wait) otav:

<3 AeppadeVIKEG MEPLOXEC MaX. <7 cm, otARV <16 cm o€ CT, oxL B cuuntwpata,
TILECTIKA PaLVOpEVA, AVEMAPKELA HUEAOU N MPooBoAn {WTLKWV 0pyavwv

ZUMTTTWHATIKOL 0OEVELG : XNHELO-OVOCO0-Ogpameio + KOPTLKOELON
AAKUALOUVTEC Tapayovte (YAwpapBoukiAn, previapovotivn, KukAopwodapidn)
Avaloya ntoupivng (pAouvdapapurivn, khadpiurmivn, mevtootativn)

MovokAwvika avtiowpoata: anti-CD20 (Rituximab, Ofatumomab, Obinutuzumab)
Ibritumomab Tiutexan (°°Y-labeled anti-CD20), Polatuzumab (anti-CD79a)

AvaotoAeic kwvaowv BTK, PI3K (Ibrutinib, Idelalisib), h BCL-2 (Venetoclax)
Zuvduaopévn Bepaneia (R-COP, R-CHOP, BR kAn)

Zuvtpnon: Rituximab, Obinutuzumab /8-10 eBdoudadeg x 2 €tn 1

padloavocoBepareia

METAOOGXEVON ALLOTIOLNTIKWY KUTTAPWV:

- autoAoyn: o€ acBeveic uPnAoU KLVOUVOU Kol LLE TIPWLLLN UTTOTPOTIA LETA TNV

XMO emniBiwon xwpic vooco 86% otnv 10stia

- aAAAOYEVAG: MOAU OTIAVLOL OE UTTOTPOTIA HETA QIO QUTOAOYN LETALOCXEVUON



Nepdwpa oprakne wvng (MZL)

*  JTANVIKO Aépdwpo armo to B-
kKUTTOPO opLaknc {wvng (+ Aaxvwta
Aepdokutrapa)
<2 % twv NHL, 35% twv MZL

e E&wAepndadeviko Aépdwpa amno
To B-kUTTOpO Oplakn ¢ {wvng Tou
AepdLkov Lotol Twv PAevvoyovwy
(Aeppwpa MALT)

5-8% NHL, 50% MZL

e Agpudpadeviko Aépdwpa amno to B-
KUTTOPO opLaknc {wvng
< 1% NHL

3 4 ?‘a?’m 3
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2NANVIKO Aspdwpa oprakng {wvne (SMZL)

NeomAaoia ano B KUTTOLpOL (LKpA > peydAa) mou nspLBa)\)\ouv To BAaOTIKA
KEVTPA ToU AgeukoU TtoAdoU Tou OTTARVA KOl ETEKTELVOVTAL 0ToV EpuBPO TMOADO

Avooodawvotunog : sigM+, slgD+, CD19+,CD20+, CD22+, CD79a+,
BCL2+, CD10-, CD5-,CD23-, CD43-, CD103-
g=9
Kapuotunog: del 7qg, 3qg+
Ofoclg: onAny, +/-emuxwplot Aepdpadeveg, dSunbnon puehov os 95%,
KUKAodopouvta Aaxvwta Aspdokuttapa os 15%, +/- nmap
KAwikn €wkova : omAnvopeyoAla, +/- KUTTapomevieg , autoavooa Galvoueva,
T B2- wkpoodaipivn, LDH puctoloyikr, mapanpwrteivn IgM
Zuxvotepa HCV+

Mpoyvwon KoAn e .
Kool mpoyvwoTtikol mopayovteg ALY, <l o O
HeTaAAAgeLc Tou p53, oykwdNng _ ! ' ¢ ,\ _ "’"»4
vOOOC, KaKN GUOLKN KOTAOTAON &) ¥  § / ol > r f ! &
del 7q, unmmutated IGHV ~ 4 ' . D | ’ Bé

& . o “ -


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

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



E€¢wAepdadeviko Aépdpwpa ano B- kuttapo oprtakng {wvng Tou
AepdLkoU LoToU TWV BAEVVOYOVWV
mucosa associated lymphoid tissue (MALT) lymphoma

MALT (mucosa associated lymphoid tissue)
duokAC: Aepdikoc Lotoc BAevvoyovou oto Evtepo (Peyer)

eNiKkINToC: avamntvoostal o€ OEoelg pAeyHOVC, OE anavnon
XPOVLOU OLVTLYOVIKOU €PEOLOHOU amo Kpofia i autoavtlyova.

To dinBnua anoteAeital ano popdoAoyLlka ETEPOYEVA UIKPpA B KUTTOpQ
opLakn¢ {wvnc (centrocytic like), povokuttapoeldn, pikpa Aspdokutrapa
Kot Staomtoptouc avoooBAAOTEC Kal KEVIPOPAAOTEC , +/- MAaopaToKUTTAPA.

Bploketal otnv oplakn {wvn Twv avitdpaotikwy Aepdoltdilwv Kat
enekTeiveTal otnv pecoAepudolldlakr mepLoxn.

2TOUG EMLONALAKOUG LOTOUG Tl VEOTMAQLGUATLKA KUTTapa 81nBouv to
emOnAo oxnupatilovrag AspdpoemiOnAiakég BAaBec.



Emubnuiodoyicc MALT Aspdwpatwv

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

* OE0ELG: TIETMTLKO [OoTOMOXOC ~ 85%, AeTtTO KAl TtaXV EVIEPO
[avooolnepmtAaotik vooog tou AemttoU evtépou (immunoproliferative small
intestine disease (IPSID)/(a-heavy chain disease)], mveUpovecg, opOoALKA
gtaptnuoata, Sepua, Bupeoeldng, LAOTOC, OLAAOYOVOL OOEVEC

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

e MuwkpoBLakoi mapAyovTec :

Helicobacter pylori (yaotpikdo MALT), Borrelia burgdoferi (6eppatikd MALT
Kal voooc Lyme), Campylobacter jejuni ( Aertto €vtepo IPSID), Clamydia psittaci
(odbBaApikwy e€aptnuatwyv MALT), HCV (omAnviko kat Aspdadevikdo MALT)



Eruénuiodoyia - MaBoyéveia MALT Aspdpwpatwv GTOHAXO0U

e Helicobacter pylori - MALT yaotpitig - Aépdwpa

Entotpatevon B,T Aepdokuttapwyv otov BAevvoyovo cav avoon amavtnon
oto H.Pylori

Xpovioc moAN/ouoc B kuttdpwv e€aptwpevoc amo T4 eldka aviidpaotika
Aepdokutrapa Kol KUTToKiveg = avamntuén nadoAoyikol KAwvouv =
QVTLKOTAOTOON TOU avidpaotikol AnBuopol = Aépudwpa MALT

Fevetikn anmodelén cuoxETong avtlyovou Kot AepPwHATIKOU KAWVOU:

e avaluvon aAAnAouyiag yovidiwy Ig: cwpatikn petaAlaén (post germinal
center)

e VDJavadiatatelc yovidiwv lg, koweg oe dtadopetikolc aoBeveic

e vEecg petaAAaelc yovidiwy Ig (intraclonal variation)

e mAaopatokuttaposldne dtadopormnoinon (post germinal center cell)

. eécn avamtuénc AeppwpatoC o€ ePLoXEC Aolpwéng, avtodvoong
KOTAOTOONG

* TAON TOU AepPWUATOC VO TIALPOALLEVEL EVTOTILOUEVO

e HP(-) MALT Asppwpata: serumAeov nieptBallovtoAloyikoli, pikpoBLlakot kot
YEVETLKOL TP AYOVTEC TOU alocBevouc, eUmMAEKOVTOL OTNV AEUPWHUATOYEVEDN



E€wAepdadeviko oplaknc {wvne - MALT Aépdwpa oTopaxou
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MALT NAépdwpa

Awaomopa:

o€ AAAeC B€oelc BAevvoyovwy N KN BAevvoyovwy (omtAnyv, LUEAOC, Rmap)
HEow €8lkwv umodoxewv homing A4B7 intergrin (B kuttapa ) — MAdCAM-
1 addressin (ev6o6nALo otig mAdkec Peyer, Aepdpadevwy peoeviepiov,
oTtAnVviKoU marginal sinus)

KAwvikn €lkova: n curttwpatoloyia e€optdtal amo To TAoYoV Opyavo,
oA amAEC e€wAepdadevikeg Beoelc oe 10% acBevwy, n dtnBnon puelou
TOLKIAEL

2tadlomoinon: Aev pmnopei va epappooBel 1o cuotnua otadlonoinong Twv

AAWV AepudwHATWY AOYWw €UTAOKNAG TTOA WV eEWAEUPadEVIKWY BECEWV.

MoAAEG eoTiec pEoa oto idlo opyavo (olehoyovol adeveg, bepua) dev avtl-

oTolyouv amnopaitnta os dlaomnaptn vooo.

MNpoyvwon

MoAU kaAn: 5-etic emiBiwon 95%

Mtwxn: mpoxwpnueva otadla, duopeveg IPI, Babog 6inbnong yaotplkou
TolYwHaToC, mapoucia abpoicewv peydAwv B-kuttapwv



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%



Nepdpadeviko MZL
(+/-povokuttapostdn B-Aspdokitrapa)

mavio 1,5% twv NHL, péon nAwia 50-60, ? >

MNapouoia eEwAepdadevikol Aepdwpatog oto 1/3 twv acBsvwv

MopdoAoyia: kUTTapa oplakic {wvng KEVIPOKUTTAPA, LovokuTTapoeldr, Sltaomaptol
kevtpoPAdoteg, StnBouv TNV oplakn {wvn Kat tnv SLApeon ePLOXA
HETOEL Twv Aepudpolltdiwv Twv Aepdadévwy

Ofoelg npooBoAnG: mepldepikol Aepdadeveg, pueloc (30%) kat aipa

KAwiKn ewkova: torikn i ektetapevn Aspdadevomnabela

Tunou: opolalwyv pe MALT NHL, opotdlwv pe ommAnviko MZL

Avooodawvotunoc: onwc MALT i ortAnviko MZL

Mpoyvwon: 6nw¢ to omANVIKO (SMZL) aAAd xelpotepn amo ta MALT, onpavTtiko To

NO000TO PEYAAWV B KuTtdpwyv, amavtouv otnv Beparmeia aAAA €xouv

uPNAO MOCOO0TO UTIOTPOTIWY, HEoN eTBiwon ~ 5€tn.



Oepamneio Asppwpatwyv optaknc {wvng |

MALT Aspdwpa
e Efaptwpevo anod pukpofLa —povipng Eviomnion :
Helicobacter pylori : PPl + apofukiAivn i kAapuBpopukivn + petpovidaloAn x 14 nu.

NoapakoAolBnon: breath test ava 3 pnvec, yaotpookonnon-Blodiec ava 6 pRveg x 2
XPOVLA, LETA ATTOE TOU ETOUC

Av avtoxn ota avtilotika N t(11;18) f H.Pylori(-) f ektetapévn voéoog =>
=> Juotnpatikn Oepaneia

Chlamydia psitacci : 5o§ukukAivn

Borellia burgdoferi : oéukukAivn 1 apofukuAivn

e Mn e€apTtWUEVO QMO HIKPOBLO — LOVAPNG EVTOTLON : XELPOUPYLKN adaipeon
(MAAQV Tou yaotpkoU Aspdwpatoc), Tomkn aktivofolia , xnueloBeparmeia

e EKTETAMEVN VOOOG - UMOTPOTI — OLVIOXN OTA QVTLBLOTIKA:

- MovoBepareia pe aAkuAloUvteg tapayoviec, Rituximab r} avaAoya moupivng
- Zuvduvaopévn XMO pe povokAwviko avtiowpa (R-COP, R-CHOP, BR)



Oepaneia Asppwpatwyv opraknc wvne i

INMANVIKO Aépdwua :

MNapakoAolBOnon pHovo o AcUUMTWHATIKOUC aoBeveic
2IMANVEKTOMN O€ UTIEPOTIANVLOMO 1) € PEYAAO OYKO
E€aAewn svdexoueva unokeipevng HCV Aoipwénc

XMO oe 6couc avtevdeikvuTal N OTTANVEKTOMNA KoL UE KOKOUC
TIPOYVWOTLKOUC TTAPAYOVTEC, OE EKTETAUEVN VOOO | OE UTIOTPOTIN META
QO OTIANVEKTOMN

Nepdadeviko Aspdwpa oplakig Lwvng :
Yuvduaopevn XMO pe povokAwviko aviicwpa (R-COP, R-CHOP, BR)
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Kevrpolaaommo OPIOKAC TUATIC Ii:
B xé Kivrio HOVORUTTOROEIBED

naive B kUTTapo € avtiyovo : A) mpwipn IgM amavinon €€w amo 1o PAacTtikd kévtpo Aepdoldiou (T-cell
independent maturation), B) eloaywyn oto PAACTLKO KEVTPO, CWHATIKEG UTIEPUETAAAAEELS IGV yovibilwvy,
aAlayn taénc Bapelwv aAUowv |G, AMOMTWON TWV KUTTAPWV HLE XOLNAN CUYYEVELX TTPOG TO AVTLYOVO,
dnuoupyla MAACHATOKUTTAPWY Ttapaywywyv 1gG, IgA uPNAAC CUYYEVELAC TTPOC TO OVTLYOVO KOl KUTTAPWV

MVARNG
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Pro-B : Heavy chain VDJ gene rearrangement, transcription H genes, Pre —B: cyt. u—s Ig (pre BCR),
Immature B-cell: rearrangement of vk-jk - CVJ k-light chain genes - slgM(BCR), naive B cell : sigM, slgD
<> ag - extrafollicular B blast - short lived plasmacell (early IgM response , T-cell indipendent), memory
cell, enter the germinal center— centroblast : somatic hypermutation IGV genes- class switch from IgM to
lgG or IgA = centrocytes with increased affinity for ag, { bcl6, 1 bcl2 - plasma cells, memory cells
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Precursor B-cell neoplasm

B lymphoblastic
leukemia/lymphoma

Pre-GC neoplasms
Mantie 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
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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.
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Anti-apoptotic proteins

BCL-2
Other members include BCL-XL, 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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Ztado |
gunAokn piac Aepdadeviknc meploxne n Aspudikov opyavou (omAnv, BUpocg, SAKTUALOC
Waldeyer) ) evoc e€wAepdadevikou opyavou (IE)
Ztaduwo |l
gUAOKN SU0 1 MEPLOCOTEPWV AEUDPASEVIKWVY TIEPLOXWV OTNV dLa TTAELPA TOU
SLappAyHATOC 1] EVIOTILOUEVN EUTIAOKN €VOG eEWAEUDASEVIKOU OPYAVOU KOL TWV TOTILKWVY
Tou Aepdadévwy (IIE).
O aplBUOG Aepudadevikwy TEPLOXWY CNUELWVETAL e SeiKTN .
Ztaduo Il
gUMAOKN Aepdadevikwy Teploxwv Kal ot SUo MAEUPEC Tou SladpAyHOTOG TTOU UITOPEL va
ouvodeUETAL ATO EVIOTILOUEVN EUTTAOKN e€wAepudadevikou opyavou (IIE), omAnvog (111S)
apdotepwv (IE+S)

[11(1) mePLOPLOUOG OTNV AVWTEPN KOLALAKN XWPQ, TIAVW oo TNV VEDpPLKN PAEBa

111(2) epmAokr MUEAKWY Ko/ 1) TapaopTikwV Aspudadévwv
Ztado IV
EKTETAUEVN (TTOAUEOTLOKN) EUTTAOKN EVOG N TIEPLOCOTEPWV EEWAEUDASEVIKWY OPYAVWV LE N
Xwpic ouoxetlopevouc Aspdadévec, f ePMAoKn evog e€wAepudadevikol opyavou Ko
OTTOMOKPUOUEVWV (OXL TOoTILKWV) Aspdadevwv
A XwpLiC cupmTwuoTa
B L& cupmTWHOTA: OMWAELX CWHATIKOU Bapouc > 10%, mMupeToq ,ebLOpwWOoELg



Table 1. FLIPI and FLIPI-2

Risk factors Risk group No. of factors Outcome, %
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

FLIPI-2 Low 0
Age =60y
B2M elevated Intermediate 1-2
Hemoglobin < 2 g/dL
BM involvement High 3-5

Lymph node diameter =6 cm

3-y PFS 5-y PFS

91 80
69 51
a1 19

B.Kahl and D. Yang, BLOOD 2016




NepdoldbLako 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



NaBoyévela Aspdwpatoc oplaknc Lwvng

NF-xB signalling
mutations: 35%

NOTCH signalling
mutations: 40%

ZHO1ON

KLF2 mutations: 20-40%

Biased IGHV1-2*04

| usage: 30%
7q deletion: 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



Table 2. Immunohistochemistry features of SMZL and other small
B-cell lymphomas

EMZL/

SMZL LPL SDRPL HCL-v HCL NMZL CLL MCL FL
cDz20 + + + - + + -+ + +
CD79a + + - - - + + RS +
CD5 -+ =/ -+ - - —/+ + + -
CcD21 —/+ - - - - - - - -
CcD23 -+ =i+ - - - —I+ + - =+
BCL1 - - - —/+ + - - + -
DBA44 +if— - + - - - -+ - -
Annexin A1 = - = - + = - = -
CD103 - - - +f— + - - - -
CD123 - - - - + - - - -
IRTA1 - - - - - +/— - - -
IgM + + - - - + - B +
IgD +/= - =/+ + + —/+ + + +
CcD10 - -+ - - - - - e
BCL6 - - - - - I+ - =+ +
CD43 ~/+ - - - - I+ - kS -
SOX11 - - - - - - - - -
LEF1 - - - - - - + =+ -

-, < 25% of cases; -+, 25%-50% of cases; +/—, 50%-75% of cases; +, =75%
of cases.
FL, follicular lymphoma; NMZL, nodal marginal zone lymphoma; SDRPL, splenic

diffuse red pulp lvmphoma. 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.

PEHW 1-2°04
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