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MuKpn LotopLkn avadpoLn

» TJo 1845, o nobBoloyoavatopog John  Hughes  Bennett
neplEypae pia “Case of Hypertrophy of the Spleen and Liver in which Death Took
Place from Suppuration of the Blood” . O acBgvng mapouciale o padot otnv
apLotepr MAEUPA TNG KOLALAG TOU €Tl 8 prveg tpLv To BAvato Tou Kall
n vekpopia  avedelke padllkn SlOykwon NmaAtog, OMANVOG Kol
Aepdadévwv  evw n €€€tacn TOU OUMOTOG TOU amokAdAupe tnv
umapén: «mPAyUATIKOU MUOU, TTOU ELVaL OXNUOATIOUEVO OE OAo TO
ayyelako ovomua, aveédptnto o0 OmoLaONTIIOTE  TOTLKN Tuwdn
oUAMoyr) arto tnv ormoia UIToPEL VoL TIPOEPXOTAVY.

®» B eBoopadec apyotepa o Rudolph Virchow riepleypae tn vooo piag
aoBgvouc mou KatéAnée pe Evav TEPAOTIO OTARVAL 6 IVEC UETA TNV
TIPWTN TNG EMioKEYPN O0TO yLATPO TNC. 2TO0 ailpa tng N avoadoyia twv
COXPWUATIOTWY TPOC  TA XowHoTIOUEVA owuatidla  Arav
QVECTPOEVI).
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® FEvw o Bennet voploe otL o aoBevic tou e€ixe Aolpwén, o
Vidow vurmortteU9nke ottt n  aodeviiCc  TOU  EMOICXE OO
CVEOTIAQIOLOTIKY VOOO» TTOU YPHYyopa ovOoUoioE weisses blut =Aguko aipa




Mukpn Lotoplkn avadpoun

O To 1960, o Peter Nowell pe Ttov David Hungerford
avakGAuwav otn PIAadEAPEIa Eva  «a@UOIKO  MIKPO
XPUMOOWIO TTOU £UOIOCE PE TO XPWHOOWHA YoE U0 AVTPES
aoBeveic ye XMA» Kal OTn OUVEXEID TTEPIEypAYaV Th
OouUCoTNUATIKA  TTAPOUCIa TOU QOvWUOAOU  auTtou
XPWHUOCWHOTOC O€ ETTTA AAAEC TUTTIKEC TTEPITTTLOEIC XMA.

O 2mv Mpwm Aigbviy AIGOKEWN YIa TV OVOHOTOAOYIO TuwV
Xpwyoowarwy 1o 1960 oto Denver tTwv HIMA, 1O avwioAo
Xpwoowpia om XMA ovoudoTtnke @iIAadéAgeia (Ph), oo
TNV TTOAN OTNV OTTOIa AVAKAAUPONKE.

O o 1972, n Janet Rowley emBeBaiwoe TNV UTIAPCN TOU
Xpwpoowuotoc PIAadEAPEIa Kal aTTOKAAUWE Tn OUCTOOT)
TOU, WG TO ATTOTEAECUA apoIBaiag METABEONG METOEU Twv
Xpwjioowpamuwv 9 kai 22 t(9;22)(q34;q11).

t(9;22)



loTopIKG KOTAVONOTS TNG TTABOYEVEIOG TS VOOOU

101982 xapTtoypa@rbnke To avBpwtTivo oudAoyo Tou v-abl (ABL)kal
KaTadegixBnke N CUUPETOXN TOU oTnV avTiueTaBeon t(9;22)(g34,911)
101984 TauTtoTTOIBNKE TO ONHEIO BPAUCTS OTO XPWHOCWIA 22 OE JIa
TTEPIOXI) TTOU ovopaoTnke ‘breakpoint cluster region (bcr)

101985 artrodeixonke o011 N TraBoAoyikr) Trpwreivi) ABLoTn XMAEXE
augnuévn dPACTNPIGTNTA TUPOTIVIKIG KIVAOTG

T101987-1988 atrodeixbnke N oyKoyovog IBIOTNTA TNG PAOBCR-ABLge
MUEAO TWV OCTWV TTOVTIKWY KAl OE KUTTOPIKEGOEIPEG.

101989-1990 10 X1paIPIKO Yyovidlo BCR-ABLATTOOEIXONKE OTI TIPOKOAEI
AEP@WMA KOl OEEION AEUXAIMIO OE TTOVTIKIOL.

101990 empoAuvon aigoTroINTIKWY stem cells ye To XIuaipIko yovidio
BCR-ABLuE Tn fonBecia peTpoiwv £DEICE OTITIPOKAAEI VOOO
TTpocopoialouca ot XMA o€ TTovTiKIa.

‘Eto11o X1paipiko yovidio BCRABL kaBiepwBnke wsn METAAAAEN TTou
TTPoKaAEi TNV epgavion XMA.



H avTiperaBeon 1(9;22)(g34;911) omv XMA

Changed chromosome 9
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Ber-Abl Signal Transduction

Pathways Sy
\ JAK/STATS

BCL2 MYC  GRB2  CRKL— CBL(p120c8) — Actin

inhibition of _ (Adhesion)
apoptosis upregulation of

RAS AL
J Paxillin (Adhesion) FreliEs

RAFMEK-MAPK cascade

regulates cell cycle progression and
differentiation

Adapted from Pasternak Get al. J Cancer Res Clin Oncol. 1998;124.643-660.



Moprokn Oepometa Tng XMA

AVOGTOALAS TNGS TUPOGLIVIKIGS KIVAGTS
(STI571-Imatinib-Glivec)

Chromosaome 22 Chromosome 9

| 3 BCR-ABL

STI571

BCR-ABL
TPWTEIVN

Tyrosine
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XPONIAMYEAOL ENHXAEYXAIMIA

MughoUneprAQCTIKO VEOTIAOIGIOL -15% OMV TV

AsuyayULwWV

1-2 véeg neputtwoels/ 100.000 mAnBuopol stoiwc

Méon nAwia ekdiMwonc45-55 €tn, /2 :1.3-1,5/1

H errttwon awéavet pe mv nAwia (12-30% >60 £t.)
MpokaAsital ortd GUYKEKPLIEVN KOl 0TOCOPNVICHEVT

BAABn oo apxEYoVo ITOAUSUVALIO QLOTIOLTIKO KUTTAPO

H avtyuetaBeon t(9;22) dnpuovpyei to Ph xpwpdowpo ko to
bcr/abl uBpWWKA Yovidilo =>TUPOCIVIKI) KIVALOT)

v PUOIKI) IOPELOL TNE VOoou dtakpivovton 3 pAcELC:
Xpowa ¢paon (CML- CP)
Erurouvopievn (CVIL- AP)
BAaotkn) kpion (QVIL -BP)




XPONA OAXH

Acuprtawpiornxr)/ Alyot CURITIWOTOL
uneppetaBoAopol
Neukokuttapwon (15-300.000) oomnepiupepko aijpa

Ouﬁfrtepoctha HE TIOpOUCIOL APV HOPhUV TG UUEAKNG
CEPAG

+ Aol Bacsodphia

Opopokuttipuwon ot 40-60%

BAoioTa KUTTOROL <2% TV ASUKIDV

YIEpKUTTOOWOG WEAOG (BAaoTwct kUTTOPOL
<5%, UNEPTAOIOI0L GOV TV CELPUIV)

"Hruoi] katBoAov avaupio

2rAnvopeyoiol

Xpwpoowpo Ph(+): 95% Ber/abl (+):

100% (€ oplopov)

- S X r
/Bong Murrou.Colls (EML)
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E TITAXYNOMENH ©AXH

BAdoteg 10-19% (oto aipa rp oto pUeAo)
napoucia 220% BacedPlAwv oTo aipa

EUUEVOUOA AEUKOKUTTAPWON I avénon
AgukoKkuTTAPWV>10x109/L

avéavopevn onAnvopeyalio mapad tn
Bepareia,

gMHEVoUoa BpopBokuttdpwon >1000x109/L
nou Oev eAeyxetal ano 1n Bepareia,

Eppévouvoa OpopBonevia <100x109/L
ave&éApTnNTn Ao tn Beparmneia, KUTTAPOYEVETLKN
e€eALEN, petaAAagelg touv ber/abl kat
EMUMPOCOETEC KAPUOTUTILKEG AVWHOALEG
KAwikn eikova

* [lupetog

 Edbpwocelc

* AnwAela Bapouc

e AvOekTlk} ommAnvoueyoAia

e OoTka aAyn



BAA2TIKH KPRH

fevikdh ouprttwpora  (rUPETO,
epdpwoel, omwAsw Papouc
OOTWKA OAYN)

Nepdadevonadeia

E¢WHUENKN EMEKTOION TNC VOCOU
(Awpwpora)

BAGoteC 220% oto alipLaL 1) OTov
HUEAO

ABpoioeic BAaotwv otov LUEAO




ddoeic TG vooou

Xpoévia Paon Emrayvvopevn ®acn BlLaotikn Kpion
CML-BK

N

62

Mughog Aipa Mvghog Alpa Mvegrog

4 - 6 ypovia néypr 12 pveg
t(9;22) + petarhoerg + netdAraters
PraoTec<5% BLdoteg 10-20% Prdotec >20%
AgvKoKvTTApMON AgvKokvTTapmon 7 pveikot 70%
Baocsogiiia Baogogiiio >20% rep@ikoi 20%
Opoppoxvrrapmon Opopporevia kot 10%
XrAnvopeyoiio, Yminvougyaiia T

KoKovyio]



AlayvwOTIKN TTPOCEYYIOT) TOU a0BgvOoUg

Iotopuco, (puowkr) e€€tao

Emunon l,lev éeovg Gﬂ)\n"(')g (l,lg D IAG N OS IS Quantitative reverse transcriptase

— — polymerase chain reaction (RT-PCR)

VITEPTIHOVG)
Mop@oAoYia TTEPUPEPTKOV
AUATOC

Avappo@nor HUEAOL Ko
00 TEOHVEAIKT] Broyia

Kutapoyevetukrn avaAvor) =N
(K)\(l()'()'ll(ﬁ KAl FISH) Bcr-Abl rearrangement

Mopwn avaivor) oAucov RNA
kuttapwv (PCRywabcer-abl)



Aiayvwon XMA: KUTTOPOYEVETIKN-MOPIOKN

KAOLlGOWN KUTTOOYEVETIKNA: g
-: Xpovoopa, evacOnoia 5 %, LOvo ot >< \l{ H }( )
0 1 8l -s.* * v
(—>mtponyeiton KuttapokaAMEPYELOL N OTtoiaL ="
dev eivan avra dSuvartry) A1) ‘9 H’ T e 1w
+: EAEYXEL TOWTAXPOVOL TV UTalp€n TIONNUV o T‘* g
OVWHOALWV il s e . .
ASH ($Bopifwv uBpdiLojdg)

+: ypriyopn, evoucOnoia 1%, devyperaleton el
Slalpeon Tov KUTTAPOoU "

-: EAEYXEL TV UTaPEN LOVO ULOLG OVIOMOALOLG | r-:-:-;:'_iff:_f_ﬁ (ol
PCR(poptowdg EAey)og) Y

+: ypriyopn, uynAn evauoOnoia,
Sev xperaleton Solpecn Tou KUTTAPOU

-: EAEYXEL TNV UTIOREN MOV LOG OVWLOALOLG




O¢paneio T XMA/ Iotopika otovysio,

YOEXH
O¢poameia Awyor. Kvuttapoy. Mopuokn
1930 - axtivoforio cTAnvog +/-
1953 - BovoovAi@dvn, vopoSvovpiao 70% oYL oL
1983 - Ivrepeepovn 70% 10% <5%
1985 - MeyaOepaneio & ASCT 99% 5% <30%
1990 — AAro-SCT Ovnowu: 20-55% 50-72%

1998 - Mopwokéc Oepameieg 96% 82% 54%

laon

oL

<5%

<10%

2777




1NS YevIOG AVAOTOAEAG TNG
bcr-abl kivaong

» |matinib (GLIVEC)

~ - THERE IS NEW AMIMUNITION
= & IN THE WAR AGAINST

\
~~ BCR-ABL - ~__/ BCR-ABL
A E
~ A =
THESE ARE THE BULLETS.
)y - Revolutionary new pills like GLIVEC
: combat cancer by targeting only the
diseased cells. Is this the breakthrough
< we've been waiting for?
A B Effector




Survival probability

BeAtlwon emiBilwong He Ta vea papLLaKaL

1.0
0.9 -
0.8
07
0.6 -
0.5
0.3
0.2 1

0.1

0.0 1

n = 3682
(CML IV)

Imatinib, 2002 — 2012 (CML IV)
5-year survival 90%
10-year survival 85%

(CML 1lIA)
IFN or SCT, 1997 — 2003
(CML 111A) 5-year survival 71%
10-year survival 61%

(CML 111)

IFN or SCT, 1995 — 2001 (CML 111)
5-year survival 63%
10-year survival 48%

IFN, * HU, 1986 — 1994
(CML |, Il) 5-year survival 53%
10-year survival 27%

Hydroxyurea, 1983 — 1994, 5 yr surv. 44%, 10 yr surv. 18%

Busulfan, 1983 — 1994, 5-year survival 38%, 10-year survival 11%

lllll
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Years after diagnosis




NEOTEPOI ANAZTOAEIZ TYPOZINIKHZ
KINAZHZ (TKI-Tyrosine Kinase Inhibitor)

TKI 2nsyevia

PONATINIB (ICLUSIG) TKI 3nsyevidie




Avtarrokpion ot Ogpartreia Tng XMA

QIMOTOAOYIKN UPEDT) = QUOCIOA. apIBOG AsUKwV

KUTTOPOYEVETIK U@eon =  +&EAAgipn Tou Phil Xp. kAwvou
(EAEYXOG ME KUTTOPOYEVETIKI))

HMOpPIOKN UPEON = +&&aA&1pn Tou Ph+Xp. KAwvou
(EAeyXOG pME MOPIOKES MEBOOOUG)

ioon = MOPIOKI) UPEDT >5 Xpovia



» Asciminib

Av artotuyouv ot TKI Tt yivetaw;

TpWTOC
QUOOTOAEQC TNC Bcr-
abl TToU O€EV
TIPOTOEVETOL gTo
EVEPYO KEVTPO QAN
VOOTEAMEL TO €vlUpO
TUVOEGPEVOC

OAANOTTEPLKA

NOKLUATTNKE ge
aogBeveic Tmou  Oev
QVTOTIOKpIlvOVTOV  TE
TOUAGKLOTOV 2
OVOOTOAELG KOl ElKE
KO

OTOTEAETUOTIKOTNTX

KO KOAO TPOdIA
ATPAAELOC

A Phase 3, Open-Label, Randomized Study of Asciminib, a STAMP Inhibitor, vs Bosutinib in CML
After >2 Prior TKIs (ASCEMBL)

* Resistant/intolerant patients with CML-CP often experience poor outcomes and inadequate efficacy and/or safety
with approved therapies

 Asciminib demonstrated superior efficacy vs bosutinib and favorable safety and tolerability in patients with
resistance/intolerance to 22 prior TKls and has potential to transform the CML treatment landscape via STAMP inhibition

Asciminib MOA

Study design

ATP site
(target of currently approved TKis)

Key study criteria

* Adults with CML-CP, previously

treated with >2 TKls

* Failure (lack of efficacy) or intolerance
of the most recent TKI

* Patients with intolerance of the most
recent TKI must have BCR-ABL1*
>0.1% at screening

* No T315l or V299L mutations

Asciminib is a novel, first-in-class
STAMP inhibitor that blocks BCR-ABL1
kinase activity via allosteric binding

Asciminib 40 mg
twice daily
Bosutinib 500 mg
once daily*

Myristoyl packet

Primary endpoint: MMR rate at week 24

AE summary
304 =
10 P W Asciminib (N = 156)"
89.7 W Bosutinib (N = 76)
Adjusted for 801

MCyR status at
baseline (95% ClI,
2.19-22.30;
2-sided P = .029)

&

Patients, %
o 8 &

375 ﬂll_.

Al Grade Al Gude Al Grade
grades >3 grades grades
N =157 N =76 AEs leading to dose AEs leading to
Asciminib Bosutinib AllAEs L /i 9!

nic myeloid leukemia; CP, chr
1 SH, Stc homalogy. STAMP, Sp6

: ELN, Euopean LeukemiaNet;
argeting the ABL Myristoyl Pocket;

patients meeting lack of efficacy riteri 3 ELN recommendations for 2L ther

ia (based on 20 g o Patients on g lack of
e allowad to switch to asckmini. Deta collected shter the switch from bosutinb t0 8scmi separ: m\y of1s7 potients developed cytopenia oftr rondomzation and was not reated
per investigator's decision.




XPONIA MYEANOI'ENH2AEYXAIMIA .

Chromosome 22 Chromosome 9

H wotopia tng XMA amodelkvieL 0Tt n KAk =
TIOPOM)PNOT) Ko €EETOION TNV OPLOBETNOE WG :- S Ei
§ewpion popdr Asuxonpio, e

BCR-ABL
TPWTEIVN

H cuotnuotikn HEAETN HEYOAOU apLOLIOU
aocBevwv TI0U avavvaLZovrav HE KAWVIKO
KpLTI’]pLOL odnynoe otnv aveUpecn  TOU

TPWIOU ov|<07\ovu<ou deiktn, TOU AaBi8. Mapdy.
Xpwitoroowporoc GadEAdewa [1(9;22)]. l
TUPTVOG

AvVOGTOM] 0TTOTTTOONG




XPONIA MYENOI'ENH2AEYXAIMIA 1.

H e&Aén g Moplakng Bloloyiag 3 e
enétpePe TV €felpeon MC  TPWIK
OTOXEUMEVNC Oepareioc mov AANage pulka
N duolkn €EEAEN NG VOoOUKaL EBECE TLC
NMPOUTIOBEDEIC Yyl TNV €UPEDN VEWV
dappaxwv ou aroPAEouv OxL TAEOV OTN
HoKpA Udeon oAAG TV iotom Tou KakorBoug
OWToU QOTOAOYKOU VOOT)LOTOC,

ATP,\ S BCR-ABL\




WORLD
CML DAY

Living very well, 8

with my CML
,:2’

N O LIVE EVERIDAY L SN
\‘ Sedecl .
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Stay strare, B8
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