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e 20nd generation

e Arsenicals inhibitors
e Irradiation — Dasatinib
e Busulfan — Nilotinib

e Hydroxyurea
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+H Xpovia Muehoyevng Aguxaipia
(XMA) anoTeAei avappiofnTnTa TO
napadelyua TnG ENITUXNMEVNG
OTOXEUMEVNC Bepaneiac kAl JEXPI
npoogarta n odnyia gival (nrav?) ol
aobBeveic va AappBavouv Bepaneia pe

TKIs €p  opou {wNnc
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v' Ta avaduopeva npoBANUATA TNG HakpoxXpoviac (Mn) avekTIKOTNTAC
Twv TKIs KUpiwg yia TOUG VEOTEPOUC AOBEVEIC

v n nolkiAAouoa cupuopPwan oTn Bepancia

“what fits your busy schedule better, exercising
one hour a day or being dead 24 hours a day?”

v/ Ta npoBARUATa avagopika PE TN YOVILOTNTA KAl TNV EYKUPOoUvN

v/ TO YEYOVOG OTI N NAgIovOTNTA TWV acBbevwyv {NTA va ANOdECUEUTEI
ano Tn Oepansia

v/ TO OIKOVOMIKO BApOC ano auTeg TIG Bepaneieg

...€&Nyouv yiarTi n avaykn eUpeonNc acPalwv Tponwv diaKonng
_/;’éb\lrnq Oepaneciacg €xel yivel TOOO EMITAKTIKI) Ta TEAEUTaia xpovia



*lloAAec ueAeTec diakonnc deiéav

v 0TI €ival epIKTN N dlakonn Xwpic enavep@avian Tng XMA, yia
KAnoloug aoBeVveic

v N vOoOoC enavep@avileTal o€ Kanoloug acOeveic

v/ ye Tn xopnynon TKI eniTuyXAaveTal €K VEOU N BEATIOTN
avTanokpion

v’ xpeladeral aTevr napakoAouBbnon Twv acBevwy Nou £X0UV
dlakoWel Tn Bepanceia

v dev yVwpiloupe OAEG TIG avaykaieg OUVBONKEG yla TNV €NITUXN
dlakonn

...ETOI AoInov...
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Introduction

Tyrosine kinase inhibitors (TKI) have greatly improved survival
in patients with chronic myeloid leukemia.

« A high percentage of patients reach deep molecular responses
(MR% and deeper) (Hehlmann et al. JCO 2014).

« There is a reasonable expectancy not only to further improve
survival but to cure the disease.

« An important step towards cure of CML is to increase the rate of
patients in durable molecular remission after TKI withdrawal.

« Several studies have shown that in a proportion of patients with
deep MR (40-60%) treatment can be successfully stopped
(Mahon et al. 2010, Ross et al. 2013, Rousselot et al. 2014).

EURO-SKI at EHA 2016



Open questions | Aims of EURO-SKI

« What is the fraction of patients that can be in sustained molecular
relapse-free remission after TKI-cessation in a setting of
decentralized, but standardized monitoring?

« What is the optimal duration of TKI treatment before stop?
« What is the optimal duration of MR4 before stop?

« What are the other prognostic factors for remaining in molecular
relapse-free remission 6 months after TKI-stop?

« What is the role of interferon (IFN) pretreatment for the ability to
stop therapy?

EURO-SKI at EHA 2016



Study outline

Patients included between May 2012 and December 2014

TKI treatment

> 3 years
MR#
21 year
Screening
phase
(confirmation
of MR%in
central lab)
< 6 weeks

EURO-SKI at EHA 2016

RQ-PCR

g4w gébw

Year 1

Informed Stop TKI
consent

Year 2

Relapse:
Loss of MMR

RQ-PCR

every 3" month

Year 3

Follow-up




Patients pre-registered in study

Number of sites Number of patients

Czech Republic 6 64
Denmark 4 33
Finland 1 31
France 17 204
Germany 21 217
[ Greece 1 44 ]
Netherlands 3 96
Norway 4 27
Portugal 1 27
Spain 1 9
Sweden 9 116
[ Total 61 868 ]

EURO-SKI at EHA 2016



Molecular relapse-free survival (n=750)
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Months since discontinuation of TKI

MolRFS
%
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For patients who resumed
treatment, median time
to restart was 4.1 months




Critical events — safety issues

BCR/ABL1 >1%* 72
Loss of complete cytogenetic response 11
Restart of TKI without loss of MMR 14
Progression to accelerated phase or blast crisis 0
Deaths on trial, total 9
CML-related deaths 0

*According to protocol BCR/ABL1 >1% mandated bone marrow cytogenetics, however this was only carried
out in a minority of patients.

Study still ongoing but >80% of patients who restarted TKI therapy have
reachieved MR* so far.

EURO-SKI at EHA 2016



Conclusions

* With inclusion and relapse criteria less strict than in many
previous trials, and with decentralized but standardized
PCR-monitoring, stopping of TKI therapy in a very large
cohort of CML-patients appears feasible and safe.

* The proportion of patients without relapse (loss of MMR)
after 6 months is 62% and after 12 months 56%o.

* Longer duration of imatinib-therapy (optimal =5.8 years)
prior to cessation correlates to a higher probability of
relapse-free survival at 6 months.

* Gender, age or any of the other variables in EUTOS or
Sokal-scores do not predict the probability of successful
TKI-stop.

EURO-SKI at EHA 2016



'EAANVEC aoBeveic oTn PMEAETN
Euro-SKI

e 44 aoBeveic pe XMA PeTEiXaAV OTN MEAETN
EURO-SKI

« 25 guvexilouv va unv Aaufavouv kapia
aywyn !

- 19 aoBeveig, Nou Exaocav TNV POPIAKN
Ugeon, apxioav Eava aywyn e TKIs
e 0t 1-4 pnvec enéruyxav nalAi Babdeia
HOPIAKN avTanokpion, onwc npiv Tn
diakonn imatinib



XapakTnpioTika TV EAAQVoV

OUHHETEXOVTWV (N=42)

HAwia otn dtayvwon (€tn)

50 (23-79)

dulo

21 avdpeg, 21 yuvaikeg

Oepaneia

-40 pts Imatinib, (2pts eAapBavav mpv
interferon-a ),

-1 Nilotinib kot 1 Dasatinib Adyw duoaveéiag
oto imatinib

Awapkela Oepanceiog pe TKis

85.5 pnvec (46-134)—> euroski: 9 1 prvec

Xpovog pexpt (CCyR)

6.5 pnvecg (3-21)

Xpovog uExpt MMR

10 pARveg (3-41)

Xpovoc péxpt MR4

15 unvec (5-68)—> euroski: 21 prvec

Awapkeia MR4 rtpo drakomng

66,7 UNVeG (13-96)—> Euroski: 56.3 privec (12.6-59.8)

Voa—— ¢




AMOTEAEZMATA (1)

Q O1 42 'EAANvVeC acbeveic pe XMA nou evtaxbnkav oTn
neEAETN EUROSKI ggelivav xwpic Oepaneia yia diageon
diapkeia 32 punvwyv (2-45).

117 aocBeveic (40,5 %) unorponiacav pLopiaka
(anwAecav Tnv MMR) : 2 petd ano 2 unveg, 8 yeta ano 3
MNVEC, 3 METG anO 4 pNveg, 2 YeTa anod 5 unvec, 1 peta
15 pnvec kal 1 yeTa ano Teooepa Xpovia ano Tn d1akonmn Tou
TKI.

Q O1 unoAoinol 25 aoBeveic (59,5%) ouvexilouv Xwpic
Bepaneia kal Xwpic Hopiakn unoTponn

A 'Evac aobevnc aneBiwoe o€ poplakn ugeon Tov 15 pnva tng
napakoAoubnong Touc.

d'OAoi 0col unoTponiacav (akoua kail N kKabuoTepnuevn
unoTtponn) &ekivnoav Bepancia pe TKI aueowc Kal ENETuxav
vypnyopa MMR (1-4 pniveq).

_——U Aev UNNPXE NPOod0C G ENITAXUVONEVN N BAAOTIKN paacn.



enIfinon X®WpPic HOPIAKNA UNOTPONN = OTNV
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AMOTEAEZMATA (2)

* 9 aoBeveic (21%) supavicav Padbuou
1/2 AveniBupunTtec Evepyelec (AE),
OnNw¢ JUaAyiec, apBpaAyiecg, HUiKOI
onacpoi, Konwaon, JETa ano d1aueco
XpOVOo 2 unvwv ano tn diakonn Tou
TKI (1-6)

 'OAec o1 AEs unoxwpnoav otadiaka
Kal 0€ EAAXIOTOUGC AOBEVEIC XPEIAOTNKE

N xopnynon avaAynTikwy.



Inclusion criteria

TKI treatment

at least 3 years Study start

——
MR*

at least 1 year I |
Screening phase, RQPCR ; RQPCR
( Confirming MR#}) ' Every 3rd month

|
|

q4w ! qéw

I
[ | |
|
I

Follow-up
<s6weeks Yearl Year2 Year3

Informed  Stop TKI Relapse defined as BCR-AB_L >0.1%
consent (loss of MMR) at one time point
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