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NEMOOKYTTAPQZH
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Andwvw 6TL  £xw l:l Bev £xw -

(MPOCWTIKA 1} We PEAOG EPYATLOKNC/EPEVVNTIKAG OUAdaC) 1) PHEAOC TNC OKOYEVEAC JOU OTIOLOSHTIOTE
OIKOVOHIKO T} dAAOU €idoug OPEAOG* amo TIG ETOUPEIEG/ETIXELPNTELS TIOU Slopyavwvouy /xpnpoatodotauv
Y avw eKENAWOT KATA T SIAPKED TwV TEAEUTAIWY 4 ETWV.

Oepu ) opéAlou ‘Eto¢ Awakortig owéAoug

Xopnyoi: ABBVIE, AMGEN, ASTELLAS, ASTRAZENECA, BAYER, BOEHRINGER INGELHEIM, DEMO,
ENOPAZIZ, GENESIS PHARMA, GILEAD, JANSSEN, LEO, LILLY, MAVROGENIS COLOPLAST, MENARINI,
MERCK, MSD, NOVARTIS, PFIZER, ROCHE, SANOFI GENZYME

Q¢ okovopikd 1 dhAov eiboug dperog oplleTal :

v Omowdrnote TANpwr yLo TNV TIPOYUaToToinan epyaoiog 1y Epeuvac 1) EKTIaidEVONG KOrTd T
SidpKelal Twv TEASUTAWY 4 £TWV Ao TNV eMKEipnon / OPAO ETIXELPHTEWY TIOU XPNpaToSoTel
) ouykekpLpévn exdriiwor), kabug kat

v Omowbrmote vteMnAr, cupfovieutikr 1) SievBuvTik fj dAAn Béan Ta TeAeutaio 4 xpévia iy
slvat Twpa und Sampaypdtevan — et TANpwr 1 dxL — o smixeipnon / Gpho eTXEPaEwY
TIOU XPNUATOSOTEL TNV OLYKEKPLEVT ekdiAwan.
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NEMOOKYTTAPQZH
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Neatrphi Eostnophi Bascons e ymghats
= To AepdokUTTOPA OVAKOUV = MaBoloyikn auénon N
oTo. AEUKd olpoodaipla tou elattwon tou opBpov Twv
QlHATOC KOl CUUMETEXOUV OF Aepdokuttapwy  propet  va
XUMLKEC KO  KUTTTOPLKEC oupPet oe pl  mapodikn
OVOOOAOVIKEC  OVTLOPACELC Aoipwén n o€ mMoAa AMAa
EVAVTIAL O EEVEC TPWTEIVEG kahonBn KaL kakonen

KoL ta®oyova. voonuata.



NEMOOKYTTAPQZH

OpLopOC AEUPOKUTTAPWONC

Q¢ Aspdokuttapwon opiletal n
avénon Twv AEUPOKUTTAPWY
0TO TePLPEPLKO alpa

= AnoAutn Aspdokuttapwon

= IXETIKN AepdokuTtTadpwon




TUTtol AEUPOKUTTAPWONC

2xetikn Aepdokuttapwon: AnoAutn Aepdokuttdpwon:

= > 45% otoucg eVAALKEC > 10.500/pL ota BpEdn Kat veoyva
= >70% oto modLa — (4.000-10.500/pL )
g% > 8.000/pL ota mada
(1.500-8.000/pL)

= JupBaivel otav vmapyet > 3.500/pL otoug eVAALKEC
ouvdepodIALKA (1.000-3.500/pL)
AEUKOKUTTAPWON %
N oudetepornevia. = O dUOLOAOYLKOC ATOAUTOC apLOUOC
Aepdokuttapwy e€aptatal amod tnv
@ NALKLOL.

= H d¢uoohoyikn Aepdokuttapwon

Twv Todlwv odeiletol otnv Taxela

1) avénon Twv LOTWV Kal avarmtuén tou
OVOOLOKOU CUOTHLATOC.



TumoL AepudoKUTTAPWONC

NEMOOKYTTAPQZH

The three classes of lymphocytes circulating in the bloodstream

| TCells (CD3')

Account for approximately 80 percent of circulating
lymphocytes; are of three major types

AT TR0

Attack foreign cells  Stimulate the Inhibit the activation
or body celis activation and function of both
infected by viruses, and function T cells and B cells;
commonly by direct of bothTcells  the interplay
contact; are the and B cells between suppressor
primary cells T cells and helper T
involved in the cells helps establish
production of and control the
cell-mediated sensitivity of the
immunity (cellular immune response
immunity)

60-80 %

.~ BCelis (CD19)

Account for 10-15 percent
of circulating lymphocytes

When stimulated can
differentiate into plasma
cells, which produce and
secrete antibodies; are
said to be responsible for
antibody-mediated
immunity (humoral
immunity) because
antibodies circulate widely
in body fluids

10-20 %

TTCE

Account for 5-10
percent of
circulating
lymphocytes;
perform immune
surveillance,
attacking foreign
cells, body cells
infected with
viruses, and cancer
cells that appear in
normal tissues

®uon
= AvtIdpaoTikn
= NEOTIAQLOLALTLKN)

5-10 %



TUToL AgLPOKUTTAPWONC

ANTIAPAZTIKH / KAQNIKH / KAKOHOHZ

= H &uakplon petaél avtldpaoTIKAC Kol KAWVIKNG Aspdokuttapwon eival
TIOAU ONUOVTLKN yLlo TNV tapakoAouOnon kal tnv Bepareia.
=  Avtibpaotiki Aepdokuttapwon:
e o€ a00evh XWPLC LOTOPLKO ALUATOAOYLKNC VOCOU
e devutepomaBng, oe d¢uololoylkil 1 maboducololoylky amavinon o€
Aolpwén, toivec, KuToKiveg, | AYVWOTOUC TTAPAYOVTEC
* KOTA KOVOVQ, TTOAUKAWVLKN
* 0 0.0 TWV AEUPOKUTTAPWY ETTAVEPXETOL ] AVOLUEVETOL VO ETIAVEADEL ot
duoLoAOYLKA, EVTOC ~ SUO HNVWV OO TNV arodpour tTnS KATAoToong ou
TIPOKAAECE TN AspdokuTTApWwon.

= KAwvikl Aepdokuttdpwon: oavadepetal otnv  Aspdokuttadpwon Tou
ouvodeleL Eva 0€U 1] Xpovio AspdourepmAaotikdo cUvOpopo.

=  Evw OAec ol KaKOoNOeLG AP OKUTTOPWOELG Elval KAWVLKEC, OAEC OL KAWVLKEG
Aepdokuttapwoelg dev eival KAKOROELC.



AAyoplOpuoc dtepelivnonc

NAEMOOKYTTAPQZH

Lymphocytosis

‘o, bl O O d (ALC 5X10°/L)

Reactive
- Viral infections (EBV, CMV, mumps, VZV, influenza,

Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage
Physica| exam - Bacterial infections (pertussis, cat scratch disease, underlying
rickettsiosis, toxoplasmosis and babesiosis) condition
Blood smear - Autoimmune (CTD)
Other (smoking, drugs, stress, splenectomy)

Flow cytometry —-.| Polyclonal

v

Clonal
A 4 A 4
CLL phenotype Non-CLL
clone phenotype clone

* v
B-cell count \ 2 L 4
B-cell (MCL, FL, T-cell (LGL, MF, T-
I 4 1 SMZ, HCL, LPL) PLP, T-leu)
> 5X10°/L <5X10°%/L,LN+ <5X10%/L, LN- | J
CLL SLL MBL i

Lymphoma staging
(BM/LN biopsy, CT)

Paolo Strati, and Tait D. Shanafelt, Blood 2015



Alepguvnon AeppoKUTTOPWONC

NEMOOKYTTAPQZH ]

" |0TOPLKO
= Quolkn e€etaon
¢ NAepdadevecg -ouyva
e JmAnvoueyoAia HatopeyaAia

= E&taon aipoatoc /

f_:Waldeyer ring
Ertlxplopa

Cervical
Infraclavicular supraclavicular
occipital and
pre-auricular

* Kuttapormeviec?
, : By K
e Auénon Tou oo TwV WPLHLWV [ eelatios
KUTTOPpWV e —— - ﬁ\
, , -, and brachial \_l Spleen
* Mopdoloyia AepdokutTapwyv Y AN

* MoAuvpopodio/povopopdia /M lt —liac

° Aogno-n LG LS Inguinal and femoral

e AUEnon evepyomolNUEVWVY w
AEPOKUTTAPWV Popliteal U
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Mopdoloyia AspudoKuTTAPpWVY

NEMOOKYTTAPQZH

Kakonnbng = povopopdog mAnBucpuog, maboloyika Aepdokuttapa

B-CLL HCL Adult T-cell leukemia
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T-LGL leukemia Burkitt lymphoma
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MopdoAoyia AepdokutTapwv

NEMOOKYTTAPQZH

AvtidpaoTik) = moAupopdia, Steyepueva Aepdokuttapa /e€alpEoelg

Quololoyiko

—

AoLuwdN¢ povomupAvwon




MopdoAoyia AepdoKkuTTOPWV

NEMOOKYTTAPQZH

KaAonOn¢ pe povopopdo mAnBuopod /popdoloyikd maboloyikd Aspdokutrapa

Aepdokutrapa

= popdoAoykd maboAoyikd, TupnvVag
HE avaSUTAWOELG 1) EVTOUN).

= V000 ALVOTUTIKA PUCLOAOYLKAL.
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Persistent polyclonal B-cell
lymphocytosis



AAyoplOpuoc dtepelivnonc

Lymphocytosis
® (ALC 5X10°/L)
» blood
¢ bloo 1
Viral infections (EBV, CMV, mumps, VZV, influenza,

Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage

Physical exam - Bacterial infections (pertussis, cat scratch disease, underlying

rickettsiosis, toxoplasmosis and babesiosis) condition
Blood smear - Autoimmune (CTD)

i Other (smoking, drugs, stress, splenectomy)

Flow cytometry —-.| Polyclonal

v

Reactive

Clonal
A 4 A 4
CLL phenotype Non-CLL
clone phenotype clone

* v
B-cell count \ 2 L 4
B-cell (MCL, FL, T-cell (LGL, MF, T-
I 4 1 SMZ, HCL, LPL) PLP, T-leu)
> 5X10°/L <5X10°%/L,LN+ <5X10%/L, LN- | J
CLL SLL MBL i

Lymphoma staging
(BM/LN biopsy, CT)

Paolo Strati, and Tait D. Shanafelt, Blood 2015



Avtibpaotikn Aspdpokuttapwon — Altia

ANEMOOKYTTAPQZH

Infections

Viral Infectious mononucleosis (Epstein-Barr virus)
Cytomegalovirus (CMV)
Mononucleosis syndrome (adenovirus type 12, herpes
virus-a)
HIV-1 (during early seroconversions associated with
CMV) (chronic, associated with post-splenectomy state)
HTLV-1 associated benign T cell ymphocytosis
Mumps, varicella, influenza, hepatitis, rubella, roseola
Infectious lymphocytosis (Coxsackie virus B2,
enteroviruses including poliovirus, others)

Bacterial Pertussis
{Occasional) cat-scratch fever, tuberculosis, brucellosis,
syphilis

Protozoal Toxoplasmosis

Parasitic Babesiosis

Rickettsial (Occasional) scrub typhus

Hypersensitivity Drug-induced
Serum sickness

Stress Post trauma
Post splenectomy
Cigarette smokers

Autoimmune Lymphocytosis of large granular lymphocytes
Rheumatoid arthritis
Malignant thymoma

Endocrine Hyperthyroidism

Pre-malignant Meonaoclonal B cell lymphocytosis

states

H avtdpaotikn Aspdokuttapwon
urnopel va odeiletat oe Aopwdn
Kot N Aolpwdn attia.

Aev glval OTIAVLOC aa
Aspdokuttapwyv 20.000-30.000/puL

H ouyxvotepn owtia avtidpaoTlkng
AepdokuTTApWOoNG, OTOUC VEOUC
eVNALKEG,  elval oL  LoyeVvelc
AoLpWEELC.

2TIAVLO EVUPNUO OTLC AOLUWEELC ATIO
BaktApla (e€oiipeon  Bordetella
pertussis).
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Movorupnviko cUvopopuo — AlTLa (1)

NEMOOKYTTAPQZH

Aoipgwdng povotTupAvwon

O 10¢ Epstein-Barr (EBV) sival n kUpla attia
G Aowwdouc povomupAvwong,  Tou
oXetiletal HE TOAU  peyaAn avénon
AVTLOPOOTIKWY ATUTIWV AEUPOKUTTAPWV.

Peak Aepdokuttapwonc: 2" kat 3" efdopada
Aldpkela AeppoKUTTAPWONG: = 2 UNVEC

Oral shedding tou 10U: = 174 nuéEpeg

latpia: ~ 90 nuEPeC oe pucLoAoyLKA ATopA

Av kat o EBV mpoofaAdet Tt B
Aepdokuttapa, n  AepdokUTTAPWON OTO
aipa odpeiletal otnv anoAvtn avénon twv T
AepdokuTTaApwWyY, KUplwe Twv CD8+.




Movorupnviko cUvOpopuo — AlTLa (2)

HCMV Human Cytomegalovirus

= H ewkova tn¢ Aotpwdouc PovorupnRvwong
(LovomupnVvikd oUvOpouo) uIopel va
NMPOKANOel kat amo aAAa Aotpuwdn altia.

= Ta 600 KuUPLOTEPA TIOU TIPEMEL va
oupneplhapPavovtal  otn  dtadoplkn
Sdlayvwon TOU LLOVOTTUPNVLKOU
ouvbpouou  eival n Aolpwén amo
cytomegalovirus (CMV) kat amd human
immunodeficiency virus (HIV).

= AMo  omnoviotepa  altia: human
herpesvirus type 6, adenovirus type 12,
Ko toxoplasmosis.

Identical

3 RNA
y Strands

Reverse =
Transcriptase
Enzyme

Figure 1
Viral
Envelope



Avtibpaotikn Aspdokuttapwon — Baktnpla

= 0L oelec BOKTNPLAKEC AOLLUWEELC T(POKAAOUV omnavia
AePOKUTTAPWON, EKTOC amd Ttov KOkkUtn (Pertussis 1 whooping
cough).

= Jraviwotepa: Cat scratch disease -Bartonella henselae kat rickettsiosis,
tuberculosis, brucellosis, kat syphilis.

= O KOKKUTNC €ivatl Aolpwén Tou avVWTEPOU AVATIVEUCTIKOU Kol opelAeTal
oto Baktnplo Bordetella pertussis.

= Mrmopel va TpOKAAECEL EKOECNULAOUEVN AEUPOKUTTAPWON.

= H Aepdokuttapwon eivat €Okd evpnua ylo tov Kokkutn (6ev
napatnpeitat oe Wdla KAWLKN vooo amo B. Parapertussis).

= Av KoL n napovocia Aspdokuttapwonc dev eival anoapaitntn yla tnv
Slayvwon Tou KOKKUTN, N amouocia AepdokuTTapwong KOAVEL TN
Sdlayvwon tou anibavn.



Avtibpaotikn Aspdokuttapwon — Baktnpla

KokkUTNnG

= H avénon twv Aspdokuttapwy Paivetol

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

ot  odeidetar  oe  Ppaypd otn el
duoLoloyikn e€ayyeiwon TWV ; Y Y;k,e&ﬁg[!;ﬁ —_—
AeppokUTTAPWY (KoL OXL 0 avénon NG = Muﬁ;;:jtjﬂp;':zj;;i'
nopaywyng Ttoug), Adyw NG To&ivng g
pertussis, ou amneAevBepwvetal amno ta
BaktnpLa. B

= H toivn pertussis eivat pia ADP-
ribosylase, mou tpomonotel Gi mMpwTteilveg s
otnV emupavela Twv AEPPOKUTTAPWY KoL
avaoteAAeL tn Suvatotnta TOUG VA
Hetakwvouvtal amoé TOo oQipo otouc e R—
AEUPLKOUC LOTOUC, TPWTIOTWE HEOW TNG
OVOOTOANC  TWV  UTIOOOXEWV  TWV
XULOKLVWV.

........



AAyoplOpuoc dtepelivnonc

NAEMOOKYTTAPQZH

Lymphocytosis

‘o, bl O O d (ALC 5i1o9/L)

Reactive

. Viral infections (EBV, CMV, mumps, VZV, influenza,
Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage

Physical exam —’ - Bacterial infections (pertussis, cat scratch disease, underlying

rickettsiosis, toxoplasmosis and babesiosis) condition
Blood smear - Autoimmune (CTD)
Other (smoking, drugs, stress, splenectomy)
Flow cytometry Polyclonal
Clonal
v v
CLL phenotype Non-CLL
clone phenotype clone

* v
B-cell count \ 2 L 4
B-cell (MCL, FL, T-cell (LGL, MF, T-
I 4 1 SMZ, HCL, LPL) PLP, T-leu)
> 5X10°/L <5X10°%/L,LN+ <5X10%/L, LN- | J
CLL SLL MBL i

Lymphoma staging
(BM/LN biopsy, CT)

Paolo Strati, and Tait D. Shanafelt, Blood 2015



Kuttapopetpla ponc - Evoeiéelc

NEMOOKYTTAPQZH

= [l TOUC TIEPLOCOTEPOUC EVAALKEC, N KUTTOPOUETPLOL pOrG CUCTAVETAL,
OV UTIAPXOUV KATIOLAL OTOLXELOL TTOU YEVvoUV avnouxia 1 ov uTtapyel
enmipEVovoa Aepdokuttapwon (m.x. mepinouv 1 prjva N mMePLOCOTEPO).

= XopaKTNPLOTLKA TTOU YEVVOUV avnouxia ival:

aa  Aspdokuttapwyv  >5000/pl  (ekTOC av  UTIAPXEL LOTOPLKO
npoodatnc Loyevouc Aolpwénc)

oo AEUPOKUTTAPWY OUEAVOLEVOGC OUYKPLTIKAL HE TIPONYOUUEVEC
LETPNOELG

Hopdoloyia  Aepdokuttapwyv  evOeEKTIK]  KakonBewag  (my
AepudoBAaoteg, tpiywta Aepdokuttapa, LGLs)

KUTTOPOTIEVIEC

nratoonAnvopueyalia / Aspdadsvonabela

= Kuttapopetpia ponc evdeikvutal o mMePUTTWOELS Tou  Xpnlouv
ypnyopa ciyoupnc/oplotikng Stayvwonc, yla omoltodAmote Aoyo.



AAyoplOpuoc dtepelivnonc

NAEMOOKYTTAPQZH

Lymphocytosis

‘o, bl O O d (ALC 5i1o9/L)

Reactive

. Viral infections (EBV, CMV, mumps, VZV, influenza,
Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage
Physica| exam —’ - Bacterial infections (pertussis, cat scratch disease, underlying
rickettsiosis, toxoplasmosis and babesiosis) condition
Blood smear - Autoimmune (CTD)

Other (smoking, drugs, stress, splenectomy)

Polyclonal

Flow cytometry

Clonal
A 4 A 4
CLL phenotype Non-CLL
clone phenotype clone

* v
B-cell count \ 2 L 4
B-cell (MCL, FL, T-cell (LGL, MF, T-
I 4 1 SMZ, HCL, LPL) PLP, T-leu)
> 5X10°/L <5X10°%/L,LN+ <5X10%/L, LN- | J
CLL SLL MBL i

Lymphoma staging
(BM/LN biopsy, CT)

Paolo Strati, and Tait D. Shanafelt, Blood 2015



MoAuvkAwvikn B Aepdokuttapwon

" MNoauda

= ITANVEKTOUN

= Hodgkin L., nodular lymphocyte predominant

=  Peupatoeldn apbpitidba

= N Gaucher

= JUvOpouo tNG KaAonBouc emipevouooc TOAUKAWVLKAG B
Aepdokuttapwonc (PPBL).

» aolvnbec alpaToAoylkO oUVOPOUO, OTO OTOol0 CUVUTIAPYXOUV
XOPOAKTNPLOTIKA kaAonBn (moAukAwvikotnta, otabepotnta,
Omouciol. ONUAVILKWY OUMTTWHATWY) Kot Kokonon (atumn
KUTTAPLKN Hopdoloyia, XpPWHOOWHULKEC avwuaAieg, dinBnon tou
LLUEAOU TWV 00TWV).



Emtipevouoa MoAukAwvikn B Aepdokuttapwon

NEMOOKYTTAPQZH

= JUvOPOLO IOV Yapaktnpiletal:
* o MoAUKAWVIKA avénon twv B Aepdokuttapwy,
Sumupnva Aspdokuttapa oto aipa
* HE N xwplic omtAnvopeyalia kot Aepdadevonabela
* TOAUKAWVLIKA avénon tng IgM otov opo.

= Y& vEQ £WC HEONC NALKLOC ATOoMA, KUPLWC YUVOLIKEC.

= Aldpeon TR Twv Agpdokuttapwyv: =~ 5500 KUT./pL,
(eUpoc: 2.000-21.000 kuttapa/pl).

= HmAeoPndla twv neputtwoswv eivat HLA-DR7+.

= IY€0ON HE KATIVIOMA, LOYEVELC AOLUWEELC OMWC O LOC
Epstein-Barr, yevetik) nmpodiabeon — mopouocio twv
XOPOKTNPLOTIKWY Sumupnvwy  Aepdokuttapwy oTa
HLEAN TNG OLKOYEVELQC.




Emtipevouoa MoAukAwvikn B Aepdokuttapwon

70% cases

= H kAWK Topela mapapEvel otabepn
yLa XpovlLa, nopa TLC
ETMOVAAOUPOAVOUEVEC KUTTOPOYEVETIKEC
aQVWHOAlEC pE  €va umepaplOuo
LoOXpWHOoWHA  +i(3q), KabBwc Kot
TMOAAQTIAEC avadlatagelc Twv yovidiwv
bcl-2/1g.

= +i(3qg): omavia w¢ emavaAapBavouevn
KUTTOPOYEVETIKN avwpaAio o aoBeveic

Partial karyotype showing +i(3q) -R-banding (left); LE O(LIJ.OLTO)\OVLKE'IQ KO(KOI"]GELEC

Detection of 1(3q) with telomere chromosome 3q
and alpha satellite specific DNA probes (right)

MpoveomAaopatikn kataotacn ?7?




AAyoplOpuoc dtepelivnonc

NAEMOOKYTTAPQZH

Lymphocytosis

‘o, bl O O d (ALC 5i1o9/L)

Reactive

. Viral infections (EBV, CMV, mumps, VZV, influenza,
Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage
Physica| exam —’ - Bacterial infections (pertussis, cat scratch disease, underlying
rickettsiosis, toxoplasmosis and babesiosis) condition
Blood smear - Autoimmune (CTD)

Other (smoking, drugs, stress, splenectomy)

LY

Polyclonal

Flow cytometry

¥ v
CLL phenotype Non-CLL ,
clone phenotype clone Aepdokutrapwon

* v
B-cell count \ 2 L 4
B-cell (MCL, FL, T-cell (LGL, MF, T-
I 4 1 SMZ, HCL, LPL) PLP, T-leu)
> 5X10°/L <5X10°%/L,LN+ <5X10%/L, LN- | J
CLL SLL MBL i

Lymphoma staging
(BM/LN biopsy, CT)

Paolo Strati, and Tait D. Shanafelt, Blood 2015



Kuttapopetpio ponc ota B-XAN

KAwvikotnta

[ 10131889.LMD Lymphocytes |

Ta veomAaopatikd wplpa B Aspdokuttapa
uropet va dtakpltBouv amod ta PuoloAoyka
KOTTOPO UE TNV EVPEDN:

1.01%

CD19+CD20-PC5

= anpoodopng/ maboloykng Ekdppaong
avTlyovwv (aberrant antigen expression).

10° 10" 10° 0® 10

= dlatapaxn oOtn oxeon Twv  eAadpwv LAMBDA-PE
aAUoewv emipavelag. Kpitnplo ywa tnv [T01316901MD ymphoeytes]
nopouciat povokAwvikol B mAnBuopou 1 08% 66.26%
glval n enikpatnon piog €€ avtwv

Aoyoc k/A >5/1 (4/1)
Aoyoc A/k >3/1 (2/1).

CD19-PE

10° 10



Kuttapopetpia ponc ota T/NK-XAN

Evuprjpato Tou cuvnyopouv UTIEP
™G Lumapénc  KAwvikoU,  un
duoLoAoyikol TAnBuopou eival:

= N ONUOVIKA avénon &vocg
dawvotuTou,

r.x. CD8+CD57+ fj CD4+ Ay TCR y&+
CD3-CD16/CD56+ Ka

CD2
CD3

= N maboloylkl Ekppaon N

anwAelr T Sewktwv mou Oa 3 -4 3
ETPETIE duoLoAoyKa va :

ekbpalovral,

TLX. N anwAswa tou deiktn CD7
oto ouvdpopo Sejary Omou o
naboloylkdc mANBuopog  eival
CD4+CD7-.



Qplpa T veomAaopata

KAwvikotnta
Kuttapopetpla ponc: MopLakoc EAeyxocC:
PETEPTOPLO  poplwv  V-B TOU avaocuVSUAoHOoU ToU
TouTCR umntoboyxea TcR urtodoxea

A P TCRy12

Avixveuon kKAwvikotntag tou TCR pe KP
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NK veomAdopata

NEMOOKYTTAPQZH

KAwvikotnta

= AEev UTIAPXEL TEXVLKN YLO TOV EAEYXO

g KAWVLKOTNTOG Twv NK
AeppokuTTAPWV.

H Stayvwon twv NK veomAaoupatwy
ylivetalr pe  kpunpla  KAWVIKQ,
HopdoAoyLKa, LOTOAOVYLKQ, KOl
avooodaLVOTUTILKAL.

Ye AlYEC TEPUTTWOELC N aAviYveuon
TwV popiwv KIR tou NK urtoboxéa pe
KP duvatov va eviomiosel KAWVLIKO
NK tAnBuopo.
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Kakonbnc B Asudokuttapwon

Qawvoturoc XAA n oxi?

Flow cytometry of chronic
lymphocytic leukemia

V20:5UL0108004

CDS+CD23+CD28dim+

5 C LYMPHOCYTIC LEUKEMIA

42%

-

Common phenotypes of B-cell cancers

Diagnosis CD5 |cD10|CD19|CD20 | CD23 |CD79b | FMC-7 | CD25 |CD11c |CD103 )
Es
CLL/SLL + - + | +{w) + - - J¥ | #H- . :
fe il : .
Mantle cell + - + + . + + . . . R TR A T
|‘_|f"r'|"| ph oma Typically, the cells express dim CD20, dim CDS5, and CD23. This figure displays flow cytometry
results for CD5 and CD20 expression. The CLL cells are shown in red and demonstrate weak
|: 0 | | | cu | ar + + + !+ 'HI +}. expression of both CD5 and CD20
Lymphoma
Marginal zone | - i T+ T - a4 |+ | + - CLL - Immunophenotype scoring
lymphoma system (Matutes score)
- In 1994, Proffessor E. Matutes proposed a scoring system
Hairy cell - - + + - +|- +/- +/- + +
leukemia Scoring system for B-CLL
Membrane Points
marker 1 0
Smlg Weak Moderate/strong
CD5 Positive Negative
cDb23 Positive Negative
FMC7 Negative Positive
CD79b (SN8) Negative Positive

range between 5 (typical B-CLL cases)
and 3 (less typical B-CLL cases)

SR



AAyoplOpuoc dtepelivnonc

NAEMOOKYTTAPQZH

Lymphocytosis

‘o, bl O O d (ALC 5i109/L)

Reactive
Viral infections (EBV, CMV, mumps, VZV, influenza,

Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage
Physical exam —’ - Bacterial infections (pertussis, cat scratch disease, underlying
rickettsiosis, toxoplasmosis and babesiosis iti
Blood smear - Autoimmune (Crlg) ) condition

i - Other (smoking, drugs, stress, splenectomy)
Flow cytometry —-.' Polyclonal
Clonal

i)
> R

Non-CLL Kaxon®ng
phenotype clone Nepdokutrapwon

CLL phenotype
clone
B-cell count
B-cell (MCL, FL,
SMZ, HCL, LPL)

T-cell (LGL, MF, T-
PLP, T-leu)

Lymphoma staging
(BM/LN biopsy, CT)

<5X10°/L, LN-
MBL

> 5X10°%/L <5X10°%/L,LN+
CLL SLL

Paolo Strati, and Tait D. Shanafelt, Blood 2015



NEMOOKYTTAPQZH

MNepattepw EAEYXOC

DIFFERENTIAL DIAGNOSIS  ANCILLARY TESTS

Small, round Flow cytometry
nuckei oL oS CLL FISH panel
— FISH CCND1/IGH
Flow cytometry
Folded or FL T-cell
cleaved nuclei MCL lymphomas ggTQCCNDMGH'
— L Atypical CLL | Pertussis® Tissue biopsy
s‘ocn';?luted Sézary syndrome Flow cytometry
ﬁ Adult T-cell leukemia T-cell donaﬁty
Vilous HCL
T-PLL Flow cytometry
cytoplasm SMZL
S HOLY LPL BRAF
LPL Flow cytometry
Plasmacytoid xsma ce:: ;nyeloma ?/I’:"IE)PBI;J fg;p
ﬁ sma cell leukemia
Myeloma FISH panel
Flow cytometry
T-LGL :
Grandes . T-cell clonality
—_— NK cell leukemia KIR profile
s T-PLL
:Zzlgﬁem B-PLL Flow cytometry
MCL
| Burkitt Leukemia Flow cytometry
DLBCL FISH MYC
R LN MCL CCND1/IGH
ALCL ALK

PCR
* Clonal rearrangement of IgH
* TCR gene rearrangements

Abnormal karyotype
FISH
Bloyia totou

Boyia puelol Twv ootwv



AAyoplOpuoc dtepelivnonc

NAEMOOKYTTAPQZH

Lymphocytosis

‘o, bl O O d (ALC 5i1o9/L)

Reactive

. Viral infections (EBV, CMV, mumps, VZV, influenza,
Complete history hepatitis, rubella, measles, HTLV-I, HIV) Manage
Physica| exam —’ - Bacterial infections (pertussis, cat scratch disease, underlying
rickettsiosis, toxoplasmosis and babesiosis) condition
Blood smear - Autoimmune (CTD)

i - Other (smoking, drugs, stress, splenectomy)
Flow cytometry —-.| Polyclonal
Clonal
h 4

CLL phenotype Non-CLL
clone phenotype clone

B-cell count \ 2 i L 4
B-cell (MCL, FL, T-cell (LGL, MF, T-
* SMZ, HCL, LPL) PLP, T-leu)

.

Lymphoma staging
(BM/LN biopsy, CT)

> 5X10°%/L <5X10°%/L,LN+
CLL SLL

<5X10°/L, LN-
MBL

Paolo Strati, and Tait D. Shanafelt, Blood 2015



MovokAwvikn B Aepdokuttapwon (MBL)

AMNYEC oTta SLayVWOTIKA KpLtrpLa tng XAA

At clinical stage 0, the findings at diagnosis were lymphocytosis only, in blood as well as in
1975 bone marrow (absolute lymphocytes, 15,000/cu mm or more in blood, with 40°% or more
lymphocytes in the marrow). At clinical stage |, the findings at diagnosis were lymphocytosis
with enlarged lymph nodes. At clinical stage I, the findings at diagnosis were lymphocytosis with

Table 1. Comparison of NCI-Working Group and IWCLL Guidelines for CLL

1 9 9 6 Variable NCI IWCLL

Diagnosis
Lymphocytes {x 10°/L) >5; =1 B-cell marker {(CD18, CD20, =10 + B-phenotype or bone marrow
CD23) + CD5 involved
<10 + both of above

The diagnosis of CLL requires the presence of at least 5 » 107
B lymphocytes/L (3000/wL) in the peripheral blood. The clonal-
ity of the circulating B lymphocytes needs to be confirmed by
flow cytometry.

2008

the presence of fewer than 5 % 10° B lymphocytes per
liter of blood is defined as “monoclonal B-lymphocytosis.”™

Bruce D. Cheson et al. Blood, 1996: 4990-499
Michael Hallek,et al. Blood, 2008: 5446-5456
Campo et al. Blood, 2011



MovokAwvikn B Aepdokuttapwon (MBL)

AN\ ayEC ota SlayvwoTika Kpttipla tng XAA

Effect of IWCLL 2008 Classification on
CLL/MBL Distribution

Differences in CLL or High Count MBL
classification of patients based on criteria used

a 120
100
B0
m MBL
L — — CLL
IWCLL-2008
w I — I
.’ MBL {1 CLL . ) I -
[ — .

@M“Q_YQ,EUN'C B-Cell 2 5 x 10°/L

1936 Creria 2008 Crrerim

L. Scarf et al. Seminars in Cancer Biology 2010: 384-390
Call,Cancer. 2014 Jul 1;120(13):2000-5



MBL — AlayvwoTika KpLtnplo

bjh

Diagnostic criteria for monoclonal B-cell lymphocytosis

& 2005 Blackwell Publishing Ltd, British Journal of Haematology, 130, 325-332

Gerald E. Marti,' Andy C. Rawstron,” Paolo Ghia," Peter Hillmen,” Richard 8, Houlston, Neil Kay,” Thérese A, Schleinite"®
and Neil Caporaso” on behalf of The International Familial CLL Consor tium*

(1) 'Ymopén povokAwvikov B kuttapikoU mAnOucpou oto aipa mou
Baoiletal o€ touAdayxiotov 1 amnod ta akoAovOa:
a) B Aepdokiuttopa pe maboloyko GavoTtuTo N
b) MovokAwvikn avadidtaén tng Bapldc alloou tng avoocoodalpivng i
c) Noyoc k:A>3:111<0.3:1n
d) >25% twv B kuttdpwv pe xapnAn n kaBolouv ekdpoaon slg

(2) MovokAwvikog MANBUOHOG oTaBepd yia > ano 3 PAVEC

(3) Kavéva amo ta akoAouBba KpLtipLa AMOKAELGHOU:
a) Nepdadevomnabdela i opyavopeyaia
b) AntoAutoc aplBuoc B kuttapwyv >5.000/pL
c) Zxéon e auToAvooo 1 AolUwdEC altlo
d) Anouvoia B-cupmtwpdtwy N K&Be otolxeiov B AepdoumepmAaoTIKOU
ouvOpOUOU



MBL — Yrtotumol

NEMOOKYTTAPQZH

bjh
@ 2005 Blackwell Fublislung Litdd, British Journal of Haermlubgy’. 130, 325-332

Diagnostic criteria for monoclonal B-cell lymphocytosis

Gerald E. Martl,' Andy C. Rawstron,” Paole Ghia,” Peter Hillmen,” Richard S, Houlston," Neil Kay,” Thérése A. Schleinitz'”
and Neil Caporaso” on behalf of The International Familial CLL Consortium®

1) CLL-like Monoclonal B cell
lymphocytosis (MBL):

CD5+, CD23+, CD20dim, slgdim
2) Atypical CLL-like MBL.:

CD5+, CD23- or CD20bright ,
Slgmoderate to bright

atroucia t(11;14)
3) Non-CLL MBL:
CD5-,CD20+, S|gmoderate to bright

CLL-like

I Atypical CLL

75%
Twv MBL Non-CLL




MBL — Zuxvotnta

Much Ado About Nothing? NO!

= H MBL amaoxoAet OAo Kal TEPLOCOTEPO
kKaOwe¢ oavéavetat n SwaBeopotnta TG
uPnAng svaloBnolag KUTTAPOUETPLOC PONAC

(KP) 1{e]¥) ovaOELKVUEL ULKPOUC
LOVOKAWVLKOUG nAnBuopoug B
AepdoKkuTTAPWV.

= [Mapovoa > 4% Tou uylwULUC TANBuouou.

Andy C. Rawstron

HMDS, Le.eds Teaching (ZU)(V(')TITE(I B'XA/\ ~ 4 /1000.000 ('ITOMOL, SHA
Hospitals, UK 100 dbopéc onaviotepa Tnc MBL).
“Friendly” nickname from my = Zuxvotnta  auénuevn  OTOUG  OUYYEVE(G
boss: MPWToU Babuov twv acBevwv pe olkoyevn B-
Professor of Insignificant
Disease XAA (14'18%)-

= H guxvotnta avavel Pe TtV NALKLA.



Yuyvotnta tn¢ CLL-like MBL otov vy mAnBuopuo

Auénon tn¢ evaoBnoioc Aoyw:
T tou apBpoy Twv mAbs
M twv events

12 o

1 otouc 10; ]

12.0
%

6.7

345 3.5

MBL frequency (%)
o

ﬂ L] L L] L| L ¥ L}

0 1 2 3 4 5 &
Number of acquired events (x10"6)

US blood US residential UK hospital UK hospital ~ Italy primare Italy residenttial Spain primare
donors (2)[24] population (2)[20] outpatients (4){3] outpatients (4)[3] care (4)[21] population (5)[22] care (8)[23]

G. D’Arena and P. Musto. Translational Medicine, 2014: 75-79
L. Scarf et al. Seminars in Cancer Biology, 2010: 384—390



Yuyvotnta tn¢ CLL-like MBL otov vy mAnBuopuo

NEMOOKYTTAPQZH ]

— 75%

T
& =
L 1

[ ) L g
L = A
k. i ! I

—5 5%-9% 1 20%

7 3.5%-6.7%
0.2%-0.3%

<40 4049  50-59  60-69  70-79  30-89  >90
Age (years)

b
r=3
I--\.

MBL frequency (%)
w = @

=

CLL-like monoclonal B-cell lymphocytosis:
Are we all bound to have it?

L. Scarf et al. Seminars in Cancer Biology, 2010



CLL-like MBL: mtpokapkivikn kataotaon tng CLL;

Mottt Sev tn AEpe amAd XAA??

Progression is rare and people requiring Telling people that they have leukemia
Rx for CLL have a similar overall survival that does not require treatment causes
to those with a stable condition disproportionate stress

100 Women | Men

Alive and untreated
for CLL

P General
37 Population 19.4 | 20.5
g (n=1060)
& )
£ Cancer patient
. (n=2235) 18.7 | 18.6
CLL patients
16.8 17.8
1 7 3 1§ f 7 3 % w (n=1482)
Years since Diagnosis

H CLL-like MBL petamnintel oe CLL pe Emotional QOL Using FACT-G significantly
puOLO 1-2%/£T0C (P<0.001) worse for CLL vs. other cancers

Rawstron et al, NEJM 2008 Shanafelt, BJH 2007



CLL-like MBL: mtpokapkivikn kataotaon tng CLL;

Mottt Sev tn AEpe amAd XAA??

Treatment-free survival for “clinic” MBL
100

— “While this difference
appears subtle it equates
to a 10-year risk of
requiring treatment of 7—

o
=

[y
—
L

Patients treatment free (%)

40 14% for individuals with
—— MBL n=302 MBL compared to 50—

20 o Rai 0 CLL; ALC<10 (n=94, p=0.01 vs MBL) , e
—— Rai 0 CLL: ALC>10 (n=219, p<0.0001 vs MBL) 70% for patients with Rai

0 - stage O CLL.”

0 2 4 5] a
Years since diagnosis
MBL: Etnoloc kivbuvoc e€EAEnc o€

XAA rou xpnlel Bepaneiog 1- 2%.
CLL Rai stage 0: Etnioloc kivduvoc e&éAénc wote
Vol Xpr’]CEl eepansiac 5_7%. Shanafelt, J Clin Oncol 2009; 27: 3959-3963

Paolo Strati and Tait D. Shanafelt. Blood, 2015:454-462



CLL-like MBL — Yrtoturot

100 =

..............

Population Studies .
(Normal Blood Count) ™

®©
(=]

=
(=]

e
>

4
o

Cumulative Percentage of Cases

Hematology Clinic Series;
(Lymphocytosis)
R
20 e i
o
........
0 o
0.01 0.1 10 100 1000 100000

Absolute Number of Neoplastic B-cells

Median 0.001x10°/L
clonal B-cells

Median 2.9x10°/L
clonal B-cells

Karube K et al. Sem Cancer Biol 2013
Andy C. Rawstron et al. Cytometry Part B: Clinical Cytometry 2010: S19-S23
Paolo Strati and Tait D. Shanafelt. Blood 2015: 454-462

XapnAou aptOpov MBL

YynAoU apOpov
KAwiwk MBL

XapunAog aplbuog YPnAog aplOuog

Aepdokuttapwy Kat B Aepdokuttapwy kat B

Aepdokuttapwy (<50/ulL) | Aepdokuttapwy
(>2000/pL)

Avixveuon Hovo pe NAepdokuttapwon

gvaioBnteg pebodoug

Mukpog kivouvog yia
KUTTOPOYEVETLKEG
aAAayEg (alterations)

YynAog kivbuvog yla
KUTTOPOYEVETLKEG AAAOYEC
(5-9%)

EAdlotog kivéuvog
g§EALENG

Mpoodog vooou mou
anottel Bepaneia, 1-2%
ova £€T0G

OXI évbelén ywa
napakoAovOnon

NAI kAwvikn
napakoAouOnon




CLL-like B-cells: oyt avénuevoc kivbuvoc Aolpwénc
CLL-like MBL: 5-6 x kivbuvoc yia coapn Aoipwén

CLL-like B-cells typically <0.01 x 10%/L

CLL-type B-cells

5

£

2 , ,

= 80 - detected Kivouvog Aotpwénc (WHO grade 2 to 4):
]

E %0 E{;f;!fonal = MBL: 10.9 / 100 a.oBeveic-xpovia

2 40-

; o = CLL, Rai 0: 15.1 / 100 acBeveic-xpdvia
£ P=0.32

(1]

o

0 1 2 3 4 5 6
Years since screening

Leeds ASH 2009



Ta puolodoyika B kUtTapa kataoTtEAAovTOL
otav ta CLL kOTtapa sivat > 0.5 x 10°/L

NEMOOKYTTAPQZH

1.081 MBL

0.1 1

Normal B-cells absolute count

0 0.001-01 0.1-0.5 > 0.5

0.01

CLL-phenotype cell numbers (cells x 10%/L)

direct suppressive effect of the MBL clone on normal B cell lymphopoiesis ??



MBL: Mapayovtec kKvduvou

Table 2. Risk factors for MBL onset and progression to CLL
requiring therapy

Risk factors for MBL
Risk factors for MBL onset progression to CLL

Family history of CLL CD38 positivity

Genetic polymorphisms* Unmutated IGHV

Age Deletion 17p

Infectionst Elevated B-cell count

Strati and Shanafelt. Blood 2015 Addi_tio:_al

genetic hits?
Polyclonal Genergl Clinic
expansion Popuiation MBL
MBL

Persistent Stimulation

T MBL in 30% of
hepatitis C virus—
infected patients

Persistent infection

L. Scarf et al. Seminars in Cancer Biology 2010: 384-390



MBL: Mapayovtec kKvduvou

Table 2. Risk factors for MBL onset and progression to CLL
requiring therapy

Risk factors for MBL
Risk factors for MBL onset progression to CLL

Family history of CLL CD38 positivity
Genetic polymorphisms* Unmutated IGHV
Age Deletion 17p
Infectionst Elevated B-cell count

Strati and Shanafelt. Blood 2015

100 —1 B cells <1900/ mm?

i (I T . B cells 1900—
75 _-LL_ --_: ----- 4: 000/ mm?

' L

B cells =4000/mm?

Movadikog aveéaptnTtoq
TIPOYVWOTLKOC TIALPAYOVTOLG
KakonBouc e€EALENG:

aTOAUTOG aplOUOG B kuttApwv

Percentage of Patients
with Stable Disease

P=0.003

0 I I I T 1 I I I 1

T
0 1 2 3 4 5 6 7 8 9 10

Years since Diagnosis

Rawstron et al. NEJM 2008



MBL: Mapayovtec kivduvou e€eAénc oe CLL

cMBL have a more favourable genetic profile compared
to Rai O CLL

(D) 100% -
90% el Circos plot showing the
- .
¢ n=9 || LJNormal relative percentage of
800/ a4 n=34 n=29 Dde|13q14 Only
= @12 recurrent  unfavorable
70% = - M del11g22-g23 markers and genetic
=
60% 4| =45 M del17p13 alterations in patients
50% with Rai O-CLL (CLL) and
o =
cMBL (MBL).
40% =
30% W
20% +
10% = TABLE 3: Main clinical, cytogenetic, and molecular features of CLL-0, CLL>0, HC-MBL, and LC-MBL.
0% = Characteristics CLL>0 CLL-0 § HC-MBL LC-MBL
cMBL Rai 0 Rai Il Rai lll-IV Annual risk of progression 5.2 11 0
Del 13q 50 ~40 ~40 ~30
Trisomy 12 16 ~20 ~20 ~10
Del liq 18 ~5 ~5 0
Del 17p 7 2-3 0-3 0
Unmutated IGHV genes ~45 ~25 ~25 ~25
VHI-69 ~13 ~5 ~8 ~3
VH4-59/61 <5 ~5 <5 ~20
BCR stereotypy ~5 ~20 ~20 ~30
NOTCH 1 mutation >15 13 11 0

Davide Rossi et al. British Journal of Haem. 2009: 64-75
Fortunato Morabito et al. Clin Cancer Res 2013:5890-5900
Christina Kalpadakis et al. BioMed Research International 2014



MBL nipoumtapyet mavta tng CLL?

IGHV Rearrangements, as Detected on RT-PCR Assay, Six-Color Flow-Cytometric Analysis, Showing
Showing a Monoclonal Band in a Prediagnostic Blood Representative Kappa Light-Chain  Restriction in
Sample from a Patient with Subsequent CLL. Prediagnostic Blood Samples from the Patients.
A B
40004
. 3000
- a
3 2000 g
3 ©
1000] .
o: §06 i
0102 108 104 108 0107 10° 10¢ 105
APC-H7:CD45 PerCP-Cy5.5:CD19
C D
0 1051: 10‘; @)
9] A) 3 104—é 3 10@
3 5 3
5 1031i g 10‘§
102 102
f of
T
Size Negative Prediag-  Positive 0102 108 10¢ 105 0107 100 10¢ 10°
Marker Control nostic Control APC:Kappa APC:Kappa

Sample

the majority of patients with CLL are likely to have had an antecedent MBL, as evidenced by a
large population-based study of over 77,000 healthy adults in which 44 of 45 patients with CLL
had a B cell clone detected in a peripheral blood sample obtained up to 77 months before their
CLL diagnosis.

Lanasa and Weinberg. Immunol Res. 2014



Apxlkn a&loAoynon MBL

MBL ocuvnBwc SlaylyvwokeTal ota Aaiolo EAEyXou yLot AepdOoKUTTAPWON.

" Y& OCUUTMTWHOTIKA ATOMO, AVEEAPTNTA TOU OLKoyevelakoU Lotoplkou, AEN
uTtapxeL evOeLen yla screening yia MBL.

= Screening og 80tec aipatoc yivetat MONO ota rmAaiola KAWVIKWY HEAETWV.

= Exel mpotaBel screening o mBavouc dOTeC yla aAAoyevy LETAUOOYXEUON,
S10TL 0 MHOVOKAWVIKOG TANBuopoc twv B Aspdokuttdpwv pmopel va
enektaBel kat/n va mapeuPAnBel otnv mapakoAoVONon TNC UTTOAAELTIOMEVNG
vooou. Qotooo, atopa pe MBL dev amokAeiovtol amno 6oteg HSCs.

= Atopa pe CLL-like MBL &ev xprilouv €KTeEVOUC €AEYXOU €EKTOC Ao TANRPN
VEVLKN OlpaTtoc, avooodalvoTuTio Kol oXOAXOTIKA KALVIKNA €€€Taon.

= AvtiBeta atopa pe atumn i non-CLL-like MBL yxprilouv eKtevEéoTEpoOU
eA€yxou (BM, CT scans).



CTs otnv CLL-like MBL ??

Nodal MBL

Proposed classification scheme for CLL/SLL cells in blood and tissues

Peripheral blood Biopsy-proven tissue Proliferation Lymphadenopathy
monoclonal infiltrate of cells with centers
B-cell count CLL phenotype
Chronic lymphocytic lenkemia (CLL)* =hx 11/ Present or Absent Present or Absent Present or absent
Monaclonal B-cell lymphocytosis (MBL)* <510V, Absent NA No palpable lymphadenopathy
S— - , o splenomegaly
Small kmphocytic ymphoma (SLL) <hx VL Present Present or Absent Enlarged lymph nodes
(=15 cm) on CT staging
Tissue involvement by CLUSLE fike <5 10V1, Present Absent No lymph nodes =15 cm
cells of uncertain significance on C1 staging
NA: nor applicatde. *Definitions acearding to the WHO 2008 dassification

100 | — “

= |}

2 80 LL"I. —= Largest node < 1.5 cm Patients with at least one lymph node 1.5 cm in
E”E 60- W Largest node = 1.5 cm diameter identified on CT staging studies were more
=2 = likely to progress or be treated (median time 35
S5 401 b months) than patients lacking lymphadenopathy or
:,_f 2(H with smaller lymph nodes on staging studies (median
- ) time not reached, P=0.02).

0 20 40 60 80 100 120

Time (months
( ) Sarah E. Gibson et al. Haematologica. 2011: 1144-1152

Gentile M et al.Am J Hematol. 2013: 539-544



BM otnv CLL-like MBL ??

(A) 100+
90+ —c 2

AlnBnon puehov: median 20%

Diagnostic criteria for MBL do
not include bone marrow
features and, in the absence of

BM lymphocytes (%)
o
[
1

30+
other criteria, percent marrow
infiltration does not change the 209 -
diagnosis from MBL to CLL or SLL 104 T |

] I I ]
cMBL Rai 0 Rai 11l Rai -1V
n=86 n=100 n =88 n=38

Davide Rossi et al. British J of Haematology 2009: 64-75



NEMOOKYTTAPQZH

Normal B cell MBL

overt CLL

NapokoAovBbnon MBL

Richter Syndrome

= [lpo- KakonBN¢ Kataotaon avaloyn He
v LOVOKAWVLKNA yoaLLpomadeLlo
adleukpiviotnc attoAoyiac (MGUS).

= Juvexng mopoakoAovOnon KkKabwg TOo
NooooTo eninmtwonc oe CLL/SLL &ev
dtavel os plateau.

= Jyotaon OTOUC aoBeveig va
avadepouvv Aspdadevondabeiar 1 B
OUUITTWHOTAL.

= JHMANTIKO va toviotel OTL n
nmAsoPnoia twv acbevwv pe
MBL 6ev Ba avarmntuéouv CLL.




NapokoAovBbnon MBL

Time Group Interval Method
Initial diagnosis All ance Immunophenatyping, clinical examination
Course =1.9 G B cells ance after 6-12 months | Differential blood cell count, perhaps

immunaoaphenotyping

=1.9G/NB cells regularly, every 6-12 Differential blood cell count, perhaps
manths immunophenotyping, clinical examination

"  Enioken oto Latpeio kaBe 6 puRveg mou Ba mepAAUBAVEL LOTOPLKO TOU
neocodlaotAuatoc, puolkn eEETOON KAl YEVLKN AlHATOC UE TUTIO AEUKWV.

=  Kuttapopetpia pong emavalapBavetol povo av o oo AepPOoKUTTAPWVY
avénBel oe > 10.000/pL, omote auvédvetal n mbavotnta o aa twv B
Aepdokuttdpwy va €xeL avénBel > 5.000/pL (6pto yia CLL).

Karl-Anton Kreuzer et al. Onkopedia Guidelines 2012



2uvoyn

= Q¢ AspdokuTtAPWONn, OTOUC E€VAALKEG, oplletal n avénon Twv
AepdokutTapwy oto aipa >3.500/uL.

= Atokplvetol og avtidpaoTikr)/kaAonon kot kakonon.

= H O&udkplon MeTOEL oaUTwv elvat TOAU  onUAVTIKA Yyl TNV
napakoAouBnon kot tnv Beparmeio kot Paoiletol katd kovova OTO
LOTOPLKO, O0TNV KALVLKN €E€TAON KOLL OTO ETILXPLOMLA OLLLOTOC.

= Nla 1 ooadeic mneputtwoel, Paowkn e€€taon amoteAel o
avooodalVOTUTIOC OLLUOTOC LE KUTTAPOUETPLA pONG, yia TNV avalitnon
Tou TUmou tn¢ Aepdokuttdpwonc (B, T, NK) kat tnv Umopén n oxt
KAWVLIKOTNTOC.

= OL avtOpaoTIKEC AEUPOKUTTAPWOELC Elvall KATA Kavova, OXL Tavta,
TLOAUKAWVLKEC.

= OLKakoNOelc AeudOKUTTAPWOELC ELVOL TTAVTO KAWVLKEC.



2uvoyn

= |Slaitepa evdladEpovoa meEpLMTWON TPO-KAKoNBouc AgpudpoKUTTAPWONC
amoteAel n MovokAwvikn B Aepdokuttapwon (MBL).

= H MBL aviyveletal o auéavopevn cuXVOTNTA oTov Lyl MANBUOUO KABWC
avéavetal n dtaBeoipotnta tng vPnAnc evalodOnoiog KUTTAPOUETPLOC PONC
(KP).

= OL aocbBeveic pe cMBL, €xouv mBavotnta €€EAENC oe B-XAA mou xpnlet
Bepaneiag, oe mocootd 1-2% /€toc¢ kKabBwcg kot avénuévo kKivdéuvo
AOLLWEEWV.

= AOyw avutoU, OAa ta atopa pe KAWIKA MBL Ba mpemel va eA€yyovtal,
TouAdxlotov 1 popd €TNCLWC Yo TUXOV erdeivwon TG AedOKUTTAPWONC
N AepdadevonaBelac + emaypuTVNoN Yo AOLUWEELC.

= MéexpL Twpa dev uTtdpyxouv emopPKr SESOUEVA OXETIKA UE TOUC YEVETLKOUC
Kol TIEPLBAAAOVTIKOUC TIAPAYOVTEC TIOU EUTTAEKOVTAL OTNV QVATTTUEN TNC
MBL i otnv €€€ALEN tng og AsuyatpiaL.



NEMOOKYTTAPQ2H




