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Ti eival O&eia Agvxaipia
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MoueMKng oeipag — O&eia pueAoyevng Asvxaipia
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Bone Anatomy
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Development of Blood Cells
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O=EIA MYEAOIENHZ AEYXAIMIA (80%)

Healthy Leukemia
Stem cell
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Fully differentiated myeloid cells  Poorly differentiated myeloid cells




O=EIA AEMOOBAAZTIKH AEYXAIMIA (20%)




AIATNQLH

®»  AVTIKOTAOTAON PLTIOAOYIKOL HLEAOL ATTO TNV Ofeia
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Avaipia

» Meioon TTAPAYWYNS EpLBP WV

» KOTTeon, aduvvapuia, SOCTIVOIa O€ EAAXIOTN
KOTTWON, WXPOTNTA




Opopuporevia (XapunAa
AIJOTTETAAIQ)

®» }TAOUATOLY TNV AIOPEAYIA

®» MOA®TIES, AINOEEAYIA (MOTN, OVAQ, EVTEQO KTA)
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Petechial Rash



XapnAa ovdeTepoPIAa
(pvol1oAOYIKA AELKA)

®» AOIUWEEIC — [TVPETOC, TTVELHIOVIA, KLTTAPITIOA KTA

® ) TTAVIEC AOIUWEEIC — MuKNTIAOEIC, Pneumocystis
(OAA)
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Kuttapoperpia pong

To dciypa pUeAOU 00TWYV eTTECEPYALETAI
KAl ETTWACETAI UE HOVOKAWVIKA AVTICWHATA _—

OU Eival 0EONUOCUEVA UE PAOUOPOXPWHA. Sheath
r/ V4 r ’ 7 y fluid
Orav Tepdoouyv atrd 10 laser, edv UTTAPXEI avTiowPa N
TNV ETTIPAVEIQ TWV KUTTAPWYV, Ba EKTTEPWPEI XpWHA

Cells

Stained cells in suspension
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Nozzle

Hydrodynamic
Focusing

Cells pass through
in ‘single file'

Fluorescence emitted
from stained cells
detected

— 5 Forward and side
scattered light from

all cells detected

Laser light
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CD45

CcD13

MNapadaiypya OMA

|
Acute promyelocytic leukemia
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MopPIaKOG EAEYXOG
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Gene variants

® Genomic backbone

List of genes

ARIDIA'?
BTGI®
CDKN2A™
CSF2RA®
ETVE®
FOXOr1?
IL2RE"
JAK3*
MGA'
NOTCH1™
PAGT*
POTT!
SETD2'*

|TP531

ASXL"*®

CARD11"#

CDKN2B>*

EBF1®

EZH2*S

H1-4'

IL3RA®

KMT2A'*

MYC>

NOTCH2**

PAXS"S

RB"S

SF3B1'

TYK2®

| Exon-proximal probes

ATM"2

CCND?1?

CHD2'

EGR2'

FBXW7'

IKZF 1%

IL7R*

KMT2D™

MyDgs'™

NRAS'*

PIMT™

RPS15

SH2B3*

UBRS*

|3°UTR region included

Recurrent CNVs

CNVs/cnLOH

0 SNP probes
BIRC3'? BRAF'*5
CD79A"* CD79B"*+#
CREBBP'-** CRLF2*
EP300"** EPOR®
FIGNLT® FLT3
IKZF2 IKZF3"®
JAKT# JAK2"-#
KRAS'* MEF28**
NF12 NFKBIE'
NSD2? P2RY8®
PTEN® PTPNIT"S
RUNXT® SAMHDT’
SHOX® TNFRSF14**
XPOT' ZMYM3'

Introns included

® Probes of various density

IG/TR analysis, translocations

Y/ Rearrangements'®
Y 9

IGH locus
IGK locus
IGL locus

TRA locus
TRB locus
TRG locus
TRD locus

79 genes
45 genes
42 genes

96 genes
64 genes
13 genes
11 genes

Translocations**

CCND1/IGH
BCL2/IGH
BCL6/IGH

> 300 kb/1 Mb

t(11;14)
t(14:18)
t(3;14)

Dell7p @EID

Delllq @EIDCEED
Del3qg OCIIELNID

Tri12 a

Genome-wide CNVs'*

> 6 MB across whole genome

cnLOH'®

According to SNP probe density




ELN 2022 Risk Stratification

Risk Category

Genetic Abnormality

Favorable

t (821) (q22;922.1); RUNX1-RUNX1T1

inv (16) (p13.1g22) or t (16;16) (p13.1;,q22); CBFB-MYH11
Mutated NPM1 without FLT3-ITD

bZIP in-frame mutated CEBPA

Intermediate

Mutated NPM1 with FLT3-ITD

Wild-type NPM1 with FLT3-ITD

t (9,11) (p21.3;,923.3); MLLT3-KMT2A

Cytogenetic abnormalities not classified as favorable or adverse

Adverse

t (6,9) (p23;q34.1); DEK-NUP214

t (v;11923.3); KMT2A rearranged

t (9,22) (q34.1;,q11.2); BCR-ABL1

inv(3) (q21.3926.2) or t (3;3) (q21.3;q26.2); GATA2, MECOM(EVI1)
t (3926.2;v); MECOM (EVII )-rearranged

—5 or del (5q); —7; —17/abn (17p)

Complex karyotype, monosomal karyotype

Mutated ASXL1, BCOR, EZH2, RUNX1, SF3B1, SRSF2, STAG2,
U2AF1, or ZRSR2

Mutated TP53

Reprinted with permission from Ref. [6]. 2022, American Society of Hematology.



https://www.google.com/url?sa=i&url=https%3A%2F%2Fwww.researchgate.net%2Ffigure%2FELN-2022-Risk-Stratification-6_tbl1_363138671&psig=AOvVaw39vb168YNqG7jH58nHml2k&ust=1693817592408000&source=images&cd=vfe&opi=89978449&ved=0CBIQjhxqFwoTCOjL87CIjoEDFQAAAAAdAAAAABAE

O¢&cia poehoyevng Asvxaipia
®» 80% TV OLEIV AELXAIUIYV OTOLC EVNAIKEG

Méon NAIKia 68 etV

AvTpec/Tuvaikeg — 5/3

70-80% de novo (xwpic aitia)



B Myelodysplastic syndrome

* Chronic myelomonocytic
leukemia

M Polycythemia vera

M Myelofibrosis
Essential thrombocythemia

M sAML, miscellaneous

Il Myeloproliferative neoplasms,
unclassifiable

* Myeloproliferative neoplasms,
other




Mpoyvwon

» ‘laon 40-50% ota aropua < 60 etV

» ‘laon 15% ot aropa > 60 10V (ME EVTATIKN
XnHeloBepareia)




1.0 Age<B0/Era Total Died 5-Year 1.0 Age>60/Era Total Died 5-Year
— 1970s 387 356 13% - 1970s 170 169 8%
— 1980s 400 341 21% — 1980s 250 250 6%
— 1990s 552 400 34% — 1990s 437 418 8%
08 20005 683 379 49% 08 2000s 635 579 14%
2 — 2010s 631 234 55% > — 2010 782 539 17%
% p < 0,001 g p<0.001
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Years Years

Survival of de novo acute myeloid leukemia at
MD Anderson (1970-2017) by Age and
Treatment Era: Left panel: age<60 years; Right
panel: age 60+ years.



- Figure 1. Relapse-free Survival According to Refined ELN-2022 System
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Median RFS: Not reached [90.3-Not reached]

p<0.001

Probability
0.50

. Median RFS: 14.5 [11.0-37.9]
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Time (months)

Favorable 307 157 135 104 84 73 49 37 24 21 13 § 3 2 0 O
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“Nea aroua’

» Katd |'<c:\'/<')vc < 60 €TV (TTEPLICOCOTEPES UEAETES UE
LYPNANG evTaong xuo)
>75 €TV — TTOWTOKOAAG AIYOTEQO TOEIKA.

YTTOKEIUEVIKO

— ATOUQ PEYAALTEONG NAIKIOC TTOL APVOLVTAI VA
AGPBOLY LYNANG EvTaoNnG XuUO

Poor performance status

yovvooneoTtnTteg (AiapnNTng,
Kap&iayyeiakn/TmveELUOVOAOYIKN V. KTA)




O¢parmeia

=» OMA - Favourable

= Movo xnueioOeparmeia

® 2 KOKAOI EPOSOL «7+3»

» Cytarabine iv x 7 yepec (ouvexouevn £yxoon)

» |darubicin 1 Daunorubicin iv x 3 pgpec

» 3-4 kOkAoI consolidation (edpaiwong) pe vywnAn

Soon Cytarabine




70 Opeon, > 50% iaon

[TapEVEQYEIEC XNUEIOBEOLATTEIAC

®» ATTAQCIA PVEAOL OOTWV — XPNLElI EVTATIKES UETAYYIOEIC UE
£OLOPA KAl AIPJOTTETAAIC

[MOEETOC/ANOIMWEEIC — EVTATIKN £ AVTIRION KAI AVTIMLKNTIACIKA,
£ LYPA, OELYOVO — KATTOTE HOVASA EVTATIKNG
TEIac/S1Ia0wANVWoN

1I0PPOIA/eEQVONUA/KAPSIOTOLIKOTNTA/VEPOOTOEIKOTNTA

MExP1 VO aVAKAUWEN O PHLEAOC OO0TWYV 3-4 eBSouadec



» |ntermediate/Poor risk

» Emitevén bPpeong pe xnueloBepareia epodou +/- 1 KOKAO
£dSpaicwdong

®» AAAOYEVI HETAHOOXELOT APXEYOVAV AIHOTIOINTIKAWV KLUTTAPGV
(vrapxel couParog 60TNG, £xel EMTELXOE LPECN HE
XNHEI0OEpaTeia, Xwpic ocoPapeég ovvvoonPOTNTEG)




How a Stem Cell Transplant Works
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Stem cells are collected
from a donor

You undergo chemotherapy,
radiation, and induction

An intravenous line is placed
in a minor surgical procedure

You may undergo chemotherapy
after the transplant




1)Mobilization of | |
tem cells :G- CSF ) 1

, Health) |
, donor

4)To prevent GVHD
In vivo lymphocyte depletion

‘," /| \\\ Chemotherapies or
[/ ‘\“ ‘ Patient |  Cyclophoshamide,
g &\f 2)Collection of cells Anti CD2,
Wl NN Anli CD52.
ok g \\
e
T Y 0 “T-cells
| ) | g u'o 'HSC
| v z: . B cells A 6)Post ~transplantation
\| | Yoo 77 immunosuppression
/| l\ \ J)Harvest HSC W'“‘ ‘\a." B to prevent donor HSC rejection:
CD34+ markers ° '.0 i Cyclosporine A and
e% ‘ mycophenolate mofetil.
5)Stem cell transplantation \/
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