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Leukaemia, Males
Age-Standardized incidence rate per 100,000

4
o
A
\\‘:"’

-
" ! -

e

<« 230 W< 42 B =z 52 B <2 a3 < 12,7

GLOBOCAMN ZO0O2, IARC



OAA - N6oog Tng TaidIKnG NAIKiag

%2}
Q
v
<
o
S
O
| .
@
Nal
E
=
>4

10-19 20-29 30-39 40-49 50-59 60-69 70-79
Age at diagnosis




AXOENEIZ ME OMA
2008 - Luvoho 338 aobeveic
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65.5% >65 eTwv /

Rate per 100,000

Age at Diagnosis




AiTioAoyia — Maidikn OAA

[EVETIKOI TTAPAYOVTEG
» 2UvOpouo Down
» Atacia TnAsayyeiekTaoia

‘EkOgon UNTEPAG I} TOU KUNMOTOG OE EVTOMOKTOVA,
Ioviouod aKTIVOBOAia

‘EkOgon Tou TTaIdI0U N TNG HNTEPAG OE ICXUPA MAYVNTIKA
Tedia

KatavaAwon aAKoOA 1} Katrvou atrod TV NNTEPO OTNV
OIAPKEIA TS KUNOEWG

‘EkOg0on TNG MNTEPAC OE AVAOTOAEIG TNG
TOTTOIOOHEPAONGS (CUOXETION ME BPEPIKA AsUuXaIpia)
» OaPUOKEUTIKNA
» EtrayyeAparikn
» AIQTPOQIKI)



AiTioAoyia — OMA

‘EkBeon o€ akTivooAia

‘EkBeon o€ Bev{OAIO, OpYaVIKOUG OIAAUTEC, KATT
HAekTpOpOYVNTIKA TTEDIO

EKTpOTI) a110 TTpONYNBEV
MUEAOOUOTIAQOTIKO/WUEAOUTTEPTTAQCTIKO VEOTTAQC LA
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YEVEIQ TNG O&ciag Asuyaiuiag




To 1EpAPXIKO HOVTEAO TNG AIMOTTOINONG ‘ Lifes Ean

Decades

Platelets
Red blood cells White blood cells




H TraBoyéveon Tng Asuxaipiog

« AlaTapaxn oTnv QUOIOAOYIKI puBuion TNG
QIJOTTOlAC JE ATTOTEAECOQ:
1. Mepikn ) TTARPNS avaoToAn TNS d1a@OoPOTToiNONG
TTPOG WPIHPEG HOPPEG
2. AuTOvouOoC TTOANATTAQCIOOPOG EKTOC TWV
(PUOIOAOYIKWYV PUOUICTIKWYV TTAAICiWV
 H dlatapaxn TnC AlUOTTOlaC OPEIAETAI OF:
1. [eVETIKEG
2. EmyeveTiKEC dlaTtapaxEc



Two — hit model of leukemogenesis

AntwAegwla ¢ Aettovpyiag
HETAYP APLKWV
TIOLPALYOVTWV OTIOLP AT TWV
ylol TNV KUTTOP LKA
ditadpopomnoinon

eg. AML1-ETO
CBFB-SMMHC
PML-RAR,

1° arUxnua
*AVOOTOAN
dla@OoPOTTOIiNONG
*ABpoIon KUTTAPp WV
*Anuioupyia KAwvou

Evioxuon ¢ Asttovpyiog
TUPOOLVLKWYV KLVOLO WV

eg. FLT3, c-KIT mutations
N- and K-RAS mutations
BCR-ABL
TEL-PDGFfR

2° aruxnua
*AUCNON KUTTAPIKOU Oeia
TTOAAQTTAQCIOOOU

*ATTWAEIO TOU EAEYXOU
TOU TTOAAaTTAQCIaCouOU

Aeguxaipia




Genetic and epigenetic alterations

Leukemic transformation Q %

Red blood cells White blood cells

Lifespan

Decades

Platelets



Hematopoietic
Stem Cell

Platelets
White blood cells



PUOuion Tng aigotroinong

| Ynodoxeig au§nTikwv |
AuEnTiKOi NapAyoVvTEG napayovrmv
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\ Alteration "
of transcription and translation:
Regulators of cell cycle, apoptosis,
differentiation

PROLIFERATION e —— _ SURVIVAL
MeTaypa@ikol

napayovTeg




H veotrAaouartikr) ecalAayr) ival TroAucTadiakr diadikagia TToU TTPOKOAEITAl ATTOo
ouoowpeuan BAaBwy TTou agopouv To TTOAUTTAOKO QiKTUO TNG aywyrng Tou
ONMATOC ATTO TO ECWTEPIKO TOU KUTTAPOU PEXPI TNV EKQPACT TWV YOVIOiwV OTOXWV

KuttapoTrAaoHaTIKNA

MepBpavn
Y1rodoxeig augnTikwv
TapaAyoOvTWY

iy

ol I-© Rian BB

MO-D>SESIM




To emitredo NG BAABNG KaBopilel TOV KAIVIKO

@AIVOTUTTO

O&cia MuegAoyevig

g O&cia AsppoBAacTIKN
Aguyaipia

Aguxaipia
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To xiuaipiko yovidlo PML-RARA

t(15;17)(q22;q21)

Transcription
repressed

PML/RARA degradation
(Ubq/SUMO/autophagy)

Regulation of
transcription factors
(C/EBPs/PU.1)

Apoptosis

Transcription Cell cycle arrest
activated

GRANULOCYTIC
DIFFERENTIATION




FLT3 Signal Transduction

Sigraling by wild-type FLT3 in
normal hematopeietle cells

N T ]
it Inhibition

wt FLT3{8
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O transduction

¥
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kinase pathway
i FE:IIEI'IHE
sU11248

nucleus Cell
nroliferation

« Intracellular signaling different in cells expressing wild-type FLT3 vs mutant FLT3
» Indirect inhibition of Tyk2 and Statd activation causes inhibition of cell proliferation



MetaAAdageic oto yovidlo IKAROS
OUMMETEXOUV OTNV TTaBoyEveon TG OAA

LMPP Pre- Pro B-cell Pro-B-cell Pre-B-cell B-cell

lkaros e

EBF1 B
PAXS i

Ikaros sllences Ikaros and EBF1 Ikaros, EBF1 and PAXS  lkaros, PAX5 and EBF1

HSC program prime and activate  promote B-lymphoid maintain lineage specificity
B-lymphoid differentation and guide deveiopment to
programs mature B-cells




H Asuxaiployeveon gival TTOAUCTOOIOKN
oladIKaoia

[Maidikn OAA

e To 1° "yeveTIKO™ aTtuxnua oupPaivel evoounTpiwg
« Mia BAGBN dev atroTeAei IKavr) ouvOnkn yia TNV
AEUXQIUIKN €CAAAQyI

e [Mapadeiypya: n avnipyetaBeon t(12;21)(TEL-
AML1)



AvTiyetafeon (12;21)

e 270 25% TWV
N .-} B D

TTEQITITWOEWYV TTAIOIKAC
AEUXQIMIOC AVEUPIOKETAI N
1((12;21)

TWV EVNAIKWYV

e 2UOXETION WE TTOAU KOAN
TTPOYVWON




Avixveuetal oTo ou@aAio aipa oto 1%
TTEPITTOU TWV VEOYVWYV

Model for the etiology of TEL-AML1 positive leukemia

1010100 ________- s 1071a 100.000
veoyva TadId
leukemia relapse

in utero postnatal development




Tagivounon tng O&eiag Asuyaipiog

« O&cia Muelhoyevng Asuxaipia
« O&cia Aep@ofAaoTikin Asuyaipia
v O&cia AlpaivoTuTriki Asuxaipia
v O&cia AdiagopoTroinTn Asuxaipia



FAB - Tagivounon

 BAdotec > 30%
EUTTUPNVWV KUTTAPWYV
LUEAOU

 Mop@oAoYIKN eKTiuNON
MUEAIKOU ETTIXPIOUATOC
KOl TTEPIPEPIKOU AiATOC

« KuTtapoynueia .
POXAH LEUKAEMIA

D idohos s

A Guide to the FAB Classification

BARBARA J. BAIN

GOWER MEDICAL PUBLISHING




O¢eia MugAoyevng Asuxaipia

PATHPEDIA. COM

PATHPEDIA.COM
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O¢cia NMNpopueAokuTTapikn Aguyaidia




Tagivounon kata FAB




Tagivounon kata FAB

H pop@oAoyia L3 TTaparnpeital o€ TTEPITITWOEIC Aep@wpaTog Burkitt kai ol
TTEPITITWOEIC AUTEC OeV aviikouv otnv ovtotnTa TG OAA oupgwva pe Tnv WHO



KuTtapoxnueia

CAE and NSE double stain




Flow Cytometry

. Sample
Sheath fluid '—\ (stained cells in suspension) | Nozzle

Nozzle

Laser light source

Elow cytometry

Lasers Dichioic
QLS

Electronic processing

Hydrodynamic Focusing

Cells pass through in 'single file' = Dot plot
Sample, stream v 1 cell =1 dog
with cells %

Stigam separates intQ
Fluorescence emitted from droplets confaining :
stained cells detected cells that can be sorted /0

Forward and side scattered
’ light from all cells detected




AvVOOO@PAIVOTUTTOC

CD117+
Hb-

CD36"s

CD235a"
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mycloblast

Lin-
CD34+
CD38+
CD123™
CD45RA+

CD34++
IHLA-DR++
CDI117+
CD13+
CD33dim

MPO-

st

A

promonocyte

chromatic
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Hb+
CD36""
CD235abish

orthochromatic
erythroblast

CDI16+
CD163+
CDh4+
CDI13+
CD15+
CD33++
CD36+
CD64+
HLA-DR+

] CD11b++

macraphagc

CD14++

CD117+/-
CD13+
CD33+
MPO+
CD65+
CD15+/-

CD13dim
CD33+
MPO+
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megakaryocyte




TAZINOMHzH FAB

KATHIOPIES ; Ailagoponoin- | Aiagpoponoin- .
Mop@oAoyia on nNpog on npog MPO CAE NSE Avoco@aivoTu-
BAaocTwV KOKKI®Q3N HOVOKUTTAPIK nog
QR e e dxromn) guEhif) B)\fgl;rlii%x;():?lc oxl oxl apvnTikn apvnTikn apvnTikn COL3+;
i M
diapoponoinon (M,) o Auer CD117+, CD33+
HEPIKA
BAaoTika BAaoTeg > BeTIKN
OMA xwpig wpipavon (M,) KUTTApa He 90% eni Twv ox! (>3% TWV apvnTikn apvnTikn
KOKKia ry/kal | pn-gpubpwv BAaoTwV)
paBdia Auer
JPKETA
BAaoTika vai oxl
OMA pe wpipavon (M,) KUTTapa pe  |(>10% eni Twv|(<20% eni Twv BeTIKN BeTIKN apvnTikn
KOKKia fy/kal | un-epubpwv) | un-gpubpwv)
paBdia Auer
. . | MpopuegAoKUTT -
Gesla npolJ(l;:)\;)Kuwap'Kn apa kai vai oxl €vTova BeTIKN BeTIKN aogz\\;(?)TlKE)lT?K'
3 kUuTTapa faggot 5 N
HueAoBAAOTECG, vai vai
QFEAT HUEAGHOVORUTTARIR UOVOB)‘GOTEC’ (>20% eni TwVv|(>20% €ni TwV BeTIKNA BeTIKNA BeTIKN
(M,) NPOMOVOKUTTA . ;
oa MN-gpuBpwvV) | pN-gpubpwv)
O%eia HovoBAdoTEG, vai apvnTikn n
HOVOBAQCTIKN/POVOKUTTAPIKA | NPOROVOKUTTA ox! (>80% €ni Twv| aoBevwg apvnTikn BeTIKA
(M;,/Mg,) pa HN-£pUBPWV) BETIKA
gepubpa > 50% PAS +
y 5 . . )
O&eia epuBpoAeuxaipia (M) B)‘OOT.EC>3O o vai S vai UENIRIRTIEES) [ SapRiesel (eni TwV awpwV
eni Twv NEPINTWOEIG NEPINTWOEIG NEPINTWOEIC ;
; epuBpoBAacTwv)
MN-€puBpwv
val O€ OPIOUEVEC
O&eia peyakapuoBAaoTikn  |MeyakapuoBra, | _— —_— NEPINTWOEIC CD41+, CD61+
OTEG X X (eoTiakn (cytoplasmic)
BeTIKOTNTA)

M)



AVOOO@UIVOTUTTIKEC KOTNYOPIEG
B-OAA

Kamyopia pro-B-ALL common-All. pre-B-ALL mature-B
CD19/CD79a

cCD22/sCD22
CD10

slg —

Tdt + + _
Eyolau CD34+/CD20- CD34+/CD20- CD34+/CD20+ CD34-/CD20+




AVOOO@UIVOTUTTIKEC KOTNYOPIEG

T-OAA
Katnyopia pro-T-ALL pre-T-ALL cortical-T medullary-T
cCD3
CD7
CD2
CDla
sCD3
Tdt +
Tyoha CD34+/CD4- (CD34+/CD4- CD34- CD34-

oo [CD8- /CD4+/CD8+  /CD4+/CD8+



WHO Classification of Tumours of

Haematopoietic and Lymphoid Tissues

Edied by Staven M. Swerdiow. Elas Campo Nancy Les Mamris, Flaine §. Jafte
Stefano A M. Harald Stein, Jurgen Thle, Jamea W. Vardiman

WHO

WHO - 2008

* [lpooTtraBeia va
avayvwploTouV
OIAKPITEC KAIVIKEC
OVTOTNTEC YE Baon:

1.
2.

MopgpoAoyia

AvoOO@aIVOTUTTIKA
XAPOKTNPIOTIKA

[EVETIKEC DIATAPAXES
- NaBoyeveia

KAIVIKN €IKOVQ -
[Mpoyvwon



BAdaoTeg > 20%
MueAog/Tepipepikd aipa

Blasts
Agranular Granular

Promyelocyte

Monoblast

« Basophilic * Azurophilic  « Azurophilic
cytoplasm granulation granulation+

« Fine * Absence of « Clearly
chromatin Golgi zone visible Golgi

« Nucleoli zone

Promonocyte

Type 1 Type 2 Promyelocyte
Agranular blast Granular blast

: )

Immature

P et “ ™ . 1

8 o/ h : : \ Monocyte
c ’% r

Y L -




H TautéTNTO TOU AEUXAIMIKOU KUTTAPOU
H d1akpion METOEU TWV OZEIWV AEUXAIHIWYV

* MueAIKn ocipa:
MPO (flow, immuno, or cytochemistry)

or
Monocytic differentiation (at least 2 of the following: NSE, CD11c, CD14,

CD64, lysozyme)
T KUTTOPIKA OEIpA:
CDa3 (surface or cytoplasmic)
* B KUTTOpPIKA OEIPA:
Strong CD19 with at least 1 of the following: CD79a, cCD22, CD10
or

Weak CD19 with at least 2 of the following: CD79a, cCD22, CD10



SIS

=

Tagivounon WHO - 2008

OMA pe XapaKTNPIOTIKEG YEVETIKEC OIATAPAXES
OMA peTta ammo yueAoduoTtrAaacia

OMA ueta atmmo mponynBeica XMO/akTivoBoAia
OMA (Ox1 TTepaITEpw dIEUKPIVIONMN)
MuegAo€IdEC aapKwua / xAwpwua
MugAouTtrepTTAACTIKG CUBOpOUa OXETICOUEVA UE
ouvdopouo Down

AlpaTo0EPUIKO veOTTAaoua (OA atro BAaoTIKA
TTAQOUOATOKUTTAPOEION OEVOPITIKA KUTTAPA)



AML with t(8;21)
Mop@oAoyia

FAB — M2 (OMA pe wpipavon)

20% TwV TEPIMTTWOEWV M2 éxouv TV  AuoTrAacia yovo otnv
avTipeETa0eon t(8;21)

KOKKIWON O€Ipa (KOKKiwan —
Pelger-Huet)

* [lapouacia povipwyv papdiwv
Auer

« ATTOUCIa HOVOKUTTAPIKOU
OTOIXEiOU

* [lapoucia nwaoivogiAwyv aAa
XWPIC TIC HOPPOAOYIKEG Kal
KUTTAPOXNMIKEG OIATAPAXES
TTOU TTEPIYPAgOVTal O€ INV16

« BaoedgiAa kal yaoTOKUTTAPO
aucnuUEVa oTOV HUEAD




AvooO@aIVOTUTTOG

Evtovn ékppaon: CD34++, DR++, CD13++, MPO++
2 XETIKA aoBevnc ekppaon: CD33+

Y1romrAnBuaopoi ue atoixeia dia@opoTroinong o€
KOKKIWON oelpa: CD15++, CD65++

BAdGoTeC e aouyxpovn wpiyavon: CD34++/CD15++

‘Ekppaon Aep@ikwy deikTwy: CD19+, cCD79a+,
PAX5++

2.€ OPIOPEVEC TTEPITTTWOEIC: TAT++,

CD56++ (apvnTIKN TTPOYyvVWwaon?)



AML with t(8:21)(g22:022) RUNX1-RUNX1T1

EmidnuioAoyika — KAvika
AML1/ETO XOPAKTNPIOTIKA

e 5% -10% Twv
TTEPITITWOEWYV, OUXVOTEPA
O€ VEOUG 000eVEiC
~ S e QUVATOV VA EU@AVIOOE pE
2 TNV HOPQPF HOVAPOUG 1

dont) TTOAAQTTAWY OYKWV n/Kal
ue BAGoTeC < 20%

o [lepimrTWOEIC e BAAOTEC
< 20% Bewpouvtar OMA
ka1 oxI MAX




[[EVETIKA XOPAKTNPICTIKA - TTPOYVWON

2.TNV TTAEIoYN@ia Twv
TTEQITITWOEWV
AVAOEIKVUETAI N
QVTIMETABEON PE TOV
OUMPBATIKO KOPUOTUTTO

70% pe emTTAEOV
KUTTAPOYEVETIKEG
OIATAPAXEC

30% MeETOAAACEIC O€
KRAS, NRAS

30% peTtaAAaceic og cKIT

« Euvoikn TTpoyvwaon
* ApvnNTIKN TTPOYVWON O€
TTEPITITWOEIC ME:
v' Au€nuévo @opTio vooou
v MeTaAAdgeic oe cKIT
v  CD56++ (?)



OMA - oxeTiI(opevn JE BepaTTeia

AAKUAIOUVTEC TTAPAYOVTEC
loviCouoa akTIvo[oAia

AVOOTOAEIG
ToTToloopepaonc Il

AAN\a @apuoka

AvTiueTapoAitec: fludara,
thiopurines

AAKQAOEION TNG vinca:
vincristine, vinvilastine

35% eAafav
KUTTAPOTOCIKI BepaTreia
YIQ aidaTOAOYIKO vOonua
35% Bepartreia yia
OUMTTaYN OYKO

15% OeparTreia yia yn-
VEOTTAQONATIKO VOO A
15% perd autoAoyn
UETAUOOXEUON



MueAog10£C ZApKWHA

AoBevnc 40 eTwyv, ue AAyog deciou
Aayoviou 60pou kal pala oTnv
OECIA WOoBNKN UETA
UTTEPNXOTOMOYPOAPIKO EAEYXO
XEIPOUPYIKN agaipeon, Blowia
Madag: TTapouCia AwWPWVY
KUTTAPWYV QIJOTTOINTIKAG
TTPOEAEUONG

AvoooioTtoxnueia: MPO+, CD19+,
CD79a+, CD34+

["evikn aipaTtog, MueAoypapua:
XWpPIi¢ TTaBoAoyIKa eupruaTa
Aldyvwon?

[Mpoyvwon?

O¢parreia?




AvaBewpnuevn Tagivounon WHO - 2008

o B-OAA yn mTepaIt€Epw TTPOCOIOPIOCIUN
* B-OAA pe XapOKTNPIOTIKEG YEVETIKEC DIATAPAXEC
I E(O7AVAN



B-OAA pe XOPOKTNPIOCTIKEG YEVETIKEG
OIATAPAXES

1(9;22)(g34;911.2)

Xipaipiko yovidio ber-abl

pP190, p210, p230

25% TWV evnAiKwv

2% — 4% TWV TTAIDIKWYV TTEPITITWOEWV
950% evnAikwyv avw Twv 60 eTWV
Avooo@aivoTutroG: B-common-OAA
[TTwxnN TTPOYvVWOonN

Elderly??



OAA pe avadiarageic Tou MLL

MLL yovidio oto 11923

[TANB0C avTiueTaBEoewy, ouxvorepn n t(4;11)
2UOXETION O€ £EKBEON UE AVAOTOAEIC TOTTOICONEPAONG
EvAIKeC Kal TTaIdIA: 4% TTEPITTOU TWV TTEPITITWOEWV
Bpeoikn Asuxaiuia (Traidia < 1 €10¢): 75% Twv
TTEPITITWOEWV

Avooo@aivoTutrog: pro-B OAA

ApvnTIKN TTPOYVWON



Avadiartagn (12;21), TEL-AML1

APXIKO YEYOVOC OTNV AEUXAIUIOYEVEDN
Xipaipiko yovidio TEL-AML1
Avooo@aivoTuttog: common-B-OAA
25% TTEPITITWOEWYV TTAIOIKN G AEUXAIMIOG
2. XEOOV TTOTE O€ PBPEPIKN Acuxaluia

1% trepimrwoewyv OAA gevnAikwyv

[TOAU KA TTpOYyvVwWOonN



B-OAA pg uttepOITTAOLIOIa

50 — 66 xpwpoowuaTta

ATTOoUCIa AAAWYV XAPOKTNPIOTIKWY OIATAPAX WV

ATtTouaia AAAWV OOUIKWYV JIATAPAXWYV EKTOC APIOUNTIKWYV
dlarapaxwyv (avgnon apiBuou TwV XPWHOCWHATWY)
common-B-OAA

[ToAU KaAn TTpOyvwaon o€ TTaidid

AucnuéEvn eualoOnaoia oe MeBoTtpegaTn

[Tpoyvwaon o€ evnAIKES: oTABEPOU KIVOUVOU



B-OAA pg utroOITTAOEI0IO

< 44 ypwuoowpuara

5% TWV TTEPITITWOEWV

ApvnTiKA TTPOYVWON

Avooo@aivoTuTToG: ouvnBwc common-B-OAA



T-OAA

2.UXVa TTapouaIAdeTal JE EIKOVA OIEUPUCUEVOU
uecoBwpakiou

15% Ttrepimrwoewy TaIdIkng OAA
Aucavel N ouxvoTNTa o€ €PrOUG Kal KUPIWG APPEVEC
25% Ttrepimrwoewyv OAAN evnAikwyv



Alakpion Twv 6pwvV Asuxaidia =AEpewua

Aeuxaidia TTPOKUTITEI ATTO AEUKOC Kal aijua
O Opo¢ UTTOONAWVEI TV TTAPOUCIa augnuEVoU apiBuou
AEUKWV AINOC@AIPiWYV OTO TTEPIPEPIKO Aiua

NAEPQWUA XapakTNEIZel TTEPITITWOEIC ME TTPOCBOAN-
OIOYKWON AEPPIKWY OpYAVWYV

[MepimTwoeic ye diINOnon pueAou < 20% xapaktnpiovral
auBaipeTa he ToV 0p0 AENPOLBAACTIKO AEppwua (AA)

[MepimrTwoeic ye dINONon puelAou > 20% yxapaktnpilovral
auBaipeta pe Tov 0po AeupofAacTikh Acuxaiuia (OAN)

To AA givai 1o 10TIKO 100dUvauo NG OAA
H uovn dla@opd n evioTTion
80% Twv AA gival T-KUTTAPIKNC OEIPAC



KAIVIKEGC EKONAwOEIg

o 2TTAVIA N d1AyvVwon TIOETAI JE APOPUN TUXAIO EAEYXO O€
avTiOEDN PE TIC XPOVIEC AEUXAIMIEC
e 2UUTITWHPATOAOYIO TTOU OPEIAETAI OE:

» MueAikn avettapkela Aoyw diInBnong Tou pueAoU aTro
TNV vOOO

» AINBNON ECLWHUUEAIKWY OpYAvVWYV



KAIVIkKEG ekONAwoEig |

* MueAIKN aveTTAPKEIQ:

» 2UUTITWHATOAOYIO TTOU OQEIAETAI O€ avalia, OTTWG:
g€UKOAN KOTTWON, OUCTIVOIQ OTNV TTPOCTTABEIq,
KATABOAN duvApEWYV

» OpoupoTtrevia: aiopPAYIKES EKONAWOEIC, OTTWC:
TTETEXEIEG, EKXUMWOEIC, plvoppayia, KATT

» OudeTtepoTrevia: duvaTtov n 11 ekdAwon va gival
Aoipwen (ouvnBEoTEPA AVATIVEUCTIKOU)



KAIVIKEG ekOnAwoeig I

* NAOINWCEIC: OTaV N AoipweN ep@aviCeTal oTNV pAcn TNG
dlIAyvwWaonG gival oxedoOV TTAVTOTE UIKPORIAKNS AITIOAOYIAC

* EukaipiakEG AoIpwCEIC (pneumocysti jirovecii)
AVATITUCOVTAI OTNV TTOPEIa TG VOOOU TOOO OQV
QTTOTEAEC A TNG OVOOOKATAOTOANG €K TNC VOOOU, aAAQ
Kal AOYyw TNG AVOOOKATAOTOANG ATTO TNV XOpNnNyoulEvn
Oepartreia (ZuxvoTtepa e OAN)

o [lupeTdC duvaTtov va oeileTal OTNV VOOO. 2€ KABE
TTEPITITWON ATTAITEITAI ATTOKAEIOUOG AOiwWENG



KAIVIKEG ekONAwoeig

« AINONON eCWPUEAIKWY opyavwy
» 2TTAnvopeyaAia
» HmraTtoueyaAia
» N\eppadevoTTabela
» AINBnon d¢puartog (ouxvorepa atnvy OMA)
» YTTepTpOo®Pia oUAwV (auyxvoTepa atnv OMA)



IB10iTEPEG KAIVIKEG EKONAWOEIG

Aleupuvon pecoBbwpakiou, cUVOPOHO AVw KOIANG PAEROC
(T-OAN)

OaTIKO AAyog, evrotiopevo N diaxuto (OAN)
[TpoaBoAnl KN2 (OAAN)

2.UvOpOoO TTapoOdIKNG TTavkuTTapoTreviag (OAN)
2. UVOpPOuO AgukOOTAONCG









2UvOpPONO AVWw KOIANG

Jugular vcm\

Lateral thoracic
vein

Thoracoepigastric
and thoracodorsal
veins

Edema of the
face, neck, and
upper chest

Distention of
axilliary, subclavian, and

jugular veins \—[
S

Obstructed
brachiocephalic
vein

Superior
vena cava

Inferior

vena cava




2UNTTTWHOTO — EupiuaTta
KAIVIKA - EpYyOOTNPIOKA

* AleUpuvon yecoBwpakiou
e Qidnua TTPOoCWITTOU

« ETipAeo oTOoV Bwpaka

« AvoTrvola, BAxac

e QOidnua avw akpwv

* Bpayxog ewvng

o 2UUTITWHPOTOAOYIO OPEINOPEVN O€
augnuévn evOoKpPAVIO TTiEoN




2UvOpPONO AV KOIANG
Oidnua TTpocwITOU

[1PIN ©OEPAIEIA 7 META OEPATIEIA




AlayvWwOoTIKOG aAyoplOuog

{ SVC syndrome ‘

Supportive care: oxygen

diuretic, opioids, elevate ) = _
head of bed, bed rest, Thrombolysis; anticoagulation
corticosteroids

1 Yas

: Yes NOT improved ¢ '
S;?T?:tg:g of SVC stenting < Evidence of
Y | VC thrombosis
increased ICP _~ SVC bos;s
Improved

Diagnesis
y _ uncertain
, | NSCLC _~Obtain histologic™. |
Radiotherapy ¢_ diagnosisifnot »—=| Initial radiotherapy
— “already known |

Recurrent or

unresponsive ke Chemosansitive

1 malignancies

SVC stenting - fChemotherapy |

Recurrent or
unrasponsive




Totro0éTnon stent
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2UVOPONO AEUKOOTAONG

NeukooTaon ocuxvoTtepa otnv OMA o€ oxéon ue OAA
kal ue WBC > 100,000

CLL, CML otraviotepa akopa kal ye WBC >300,000
NEUPOAOYIKI) CUUTTTWUATOAOYIO

» Alatapayn emMTTEdOU OUVEIdNONG, KWUA EOTIAKI VEUPOAOYIKN)
ouvOpoun, ETANYIa

Evyke@aAIKN aipoppayia
AVATIVEUOTIKO
» AUcoTIvola, avaTTVEUOTIKA QVETTAPKEIQ, EiIkova ARDS

2UUTTTWHPATOAOYIa duvaToVv va eTTIOEIVWOEI e TNV
evapen tng XMO



AVTINETWTTION

Apeon evapen XMO
KaAn evudaTtwaon
ATTOQUYN JETAYYIOEWV
EPUBPWV

Xopnynaon
QAIMOTTETOAIWV

KopTiKkogIdn Tifavov
o@peAOUV??




[MapodikN TTAVKUTTAPOTTEVIO

EikOva 1010TTa60U¢ atrAaCTIKNC avaldiag
AvVTOTIOKPION OTNV XOPnynon KOPTIKOEIDWV
AkoAouBeital atro eugpavion OAA

Avadpopikn peAETn OMB avadelkvuel TNV VOOO



MpooBoAn KN

CNS1: < 5 kuttapao/ul, atroucia BAacTwy OTO
KUTTOPOQPUYOKEVTPNHA

CNS2: < 5 kutTapa/ul, TTapoucia BAacTwy O0TO
KUTTOPOQPUYOKEVTPN MO

CNS3: > 5 kuttapa/ul, Trapouadia BAacTwy O0TO
KUTTOPOQPUYOKEVTPNHO



MpooBoAn KN

2UUTTTWUATIKA TTPOCROANR TNV 0IAyvVwWaon O€ TTOO0CTO
< 5% oeg OAA aAAa Aiyotepo atro 1% og OMA

ACUUTITWMATIKA TTPOCBOAN oTnVv didyvwaon O€ TTOO0CTO
mrepimou 10% oe OAA aAAG AiyoTepo atro 1% ae OMA

2.TNV TTOPEia TNG VOOOU (0€ avOEKTIKN) VOOO) TTOAU OUX VI
eppavion oe OAA

2.€ OMA Aiyotepo atmd 10% otnv TTopeia vooou



NMNapdayovTeg Kivouvou yia TTpoo oA KN
oTNV TTOPEIa TG VOO OU

* [lapouadia e¢wWPUEANIKNGS VOOOU, 101aiTEPa HECOBWPAKIOU
e AUZNUEVOC apIBUOC BAACTWY OTO TTEPIPEPIKO aipa

I (O 7AVAN

* ACUUTTTWMATIKN TTPOC0BOANR 0TV dI1AyvVWon

o TpaupaTtik) ONIT

* MovokuTttapikn diapopoTroinon o€ OMA



Mpo@uAagn KNZ

[iveTal o€ OAEG TIG TTEPITTTWOEIG OAA

Aev atroteAei poutiva aTtnv Bepartreia Tng OMA
Evdoppaxiaia xopriynon MTX r} TpitTAou cuvouaoou
MTX-ARA-C/dexa

2.UCTNUATIKN Xopnynon apuaKwyY TTou OIATTEPVOUV TOV
QAIMATOEYKEPAAIKO ppayuo oe upnAeg dooeic (MTX, ARAC)

AKTIVOBOAia veupagovog???



Aladyvwon

[ EVIKN AiUATOC

MIKPOOKOTINON ETTIXPIOUATOC TTEPIPEPIKOU AiIATOC
MueAoypauua

AvoOoOo@aIVOTUTTOG

KapuoTuTtrog

MopIaKOG EAEYXOC






AvooO@aIVOTUTTOG

« Ala@opikn didyvwaon atro:
@ 1. ofeia Aep@oPAAOTIKA
Acuxaipia

1 2. Extipnon BaBuou

|  OlagopoTToinong
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MopIaKOG EAEYXOG

¢ 1(8;21)
* 1(15;17)
* Inv(16)
« NPM1
* FIt3-ITD
- CEBPA
¢ 1(9;22)
* 1(4;11)




Genetic Group

[Mpoyvwon

Subsets

Favorable

Intermediate-|

Intermediate-l|

t(8;21)(g22;922); RUNXT-RUNXIT1

inv(16)(p13.1922) or 1(16;16)(p13.1;922), CBFB-MYH11
Mutated NPMT without FLT3HTD (normal karyotype)
Mutated CEBFA (normal karyotype)

Mutated NPMT and FLT3-ITD (normal karyotype)
Wild-type NPM1T and FLT3-ITD (normal karyotype)
Wild-type NPM1T without FLTZHTD (normal karyotype)
t9;11)(p22;923); MLLT3MILL

Cytogenetic abnormalities not classified as favorable
or adverse

inv(3){g21g26.2) or 1(3;3)(021;926.2); RPNT-EVIT
t(6;9)(p23;034); DEK-NUFPZ214

tiv;11)v;q23); MLL rearranged

-5 or del(bqg)

—7

abnl(17p)

Complex karyotype®
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Maidik OAA (2- 14 £1n)
BeATiwon NG emiBiwong ME TV TTAPOOO TWV
XPOVWV
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OAA evnAikwy - lNpoyvwon Pe Baon Tov
KapuoTutro
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OAA evnAikwy - lNpoyvwon pe BaonTnv

Ph=negative




O¢cparreia

Oepartreia e@oOdoU

O¢epartreia oTabepoTroinong

O¢epartreia ouvtnpnong (Movo og OAA kai oggia
TTPOUUEAOKUTTAPIKI Aguxaipia)

[TpopuAacn — Bepatreia KN2 (2 OAA Kal o€ OpIOUEVEG
mepImTwoeic OMA)

Autoloyn Metaudoxeuon?

AANoyevniic Metapooxeuon (o€ aocBeveic uypnAou
KIVOUVOU )

NEa @AapuUaKa (AVOOTOAEIC TUPOTIVIKWY KIVAOWYV O€
OJAVAY



O¢patreia OA

Leukemia cells

>1 012
“F | E@odoc
[MANPNG Upeon
1010
2T06gpoTTOINON
2. UVTAPNO
108
o . ablé i
= gt MMR/CMR
106

Undetectable range




2UvOpouO AUONG

AlaTtapaxEC BIOXNMIKES
— YTrepkaAlaigia
— YTTEpQWOo@aTalia, utTroaoBeaTialpia
— YTrepoupixaipia
AuvaTtov va TTpokAnOEi
— OcCcia ve@pIkr aveTTapKEIQ
— @avaTtngeopoc KolAlakr appubuia




O¢partreia;: 2UvOpouo'/AUuoNng

ETrapkng evuddarwan, dioupnaon

AANoTTOUpPIVOAN, Rasburicase

AAKaAoTToinon oupwv?? (pH>7,3 KaBilnon ewWa@opPIKOU)
AipyokaBapon



The Ph Chromosome:
t(9;22) Translocation

9q+

Ph ( or 22qg-)
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KINASE ACTIVITY
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Imatinib
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UKALLXII/VECOG2993: addition of imatinib to a standard treatment
regimen enhances long-term outcomes in Philadelphia positive acute
lymphoblastic leukemia

Pre=imatinib versus imatinib, p=0.0003

imatinib
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FPre-imatinib

Blood. 2014;123(6):843-850
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