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Population-based study included 3,684 CML patients diagnosed in Sweden between 1973 and LiIlZ

2013; Swedish Cancer Registry
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I Risk of transformation decreased markedly with use of TKls
o TKI-Era: 17 1.5% per Year!
o Pre-Imatinib Era: >20%?2

I A significant minority will transform to AP or develope BC
i Only few patients present in AP (4%) or BC (2%) at diagnosis?3
I Prognosis and survival in BC remained poor (7-11 months)!

i Very few long term survivors after BC (recipients of allo-transplants in 2"d CP)

1Druker BJ. et al, NEJM 2006,355(23):2408-17, 2Sokal JE et al, Am J Haematol. 1976;1(4):493-500 3Baccarani et al, ASH
2014, Abstract 3160
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Accelerated phase
WHO criteria ELN criteria
- Blasts in blood or marrow 10-19% - Blasts in blood or marrow 15-29%, or blasts plus
- Basophilsi n bl ood O 20% promyelocytes in blood or marrow > 30%, with blasts <
- Persistent thrombocytopenia (<100 x 10°%/L) unrelated 30%
to therapy - Basophils in blood O 20%
- CCA/Ph+ on treatment - Persistent thrombocytopenia (<100 x 10%L) unrelated
- Thrombocytosis (>1000 x 10%/L) unresponsive to to therapy
therapy - Clonal chromosome abnormalities in Ph+ cells
- Increasing spleen size an increasing white blood cell (CCA/Ph+), major route, on treatment
count unresponsive to therapy
WHO criteria ELN criteria

- Blastsi n bl ood or marrow O 20-% Blastsi n bl ood or marrow O 3

- Extramedullary blast proliferation, apart from spleen - Extramedullary blast proliferation, apart from spleen

- Large foci or clusters of blasts in the bone marrow
biopsy




Progressions are rare with TKI Therapy, &

. Ordens | Barmherzige
less with 2"4G TKI Klinikum |¢5seismer
Linz
Dasatinib Imatinib I\3I|(I)(())t|nr11|b ﬁl(l)%tlnqlb Imatinib
100 mg QD | 400 mg QD g 9 | 400mg QD
n = 259 n = 260 SID SID n = 283
- - n =282 n =281 -
Cumulative MMR at 3 yr 68% 55% 73% 70% 53%
MR4 by 3 yr 35% 22% 50% 44% 26%
MR45 by 3 yr 22% 12% 32% 28% 15%
PITEESSEM T/ 8 (3.1%) 13 (5%) 2 (0.7%) 3(1.1%) 12 (4.2%)
on stud
36-month OS 93.7% 93.2% 95.1% 97.0% 94.0%
36-month PFS 91% 90.9% 96.9% 98.3% 94.7%

DASISION: Hochhaus A et al., JCO, 2012;30:418s [abstract 6504]
ENESTnd: Kantarijian HM et al., JCO, 2012;30(15s):418s [abstract 6509]
Larson RA et al., Leukemia, 2012:26:2197-2203



Therapyof CML BlasCrisis

Depends on

A Previous therapy

A Type of Blast Crisis

I Myeloid
I Lymphoid

A Individualized Therapy: Transplantation possible: yes vs no
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Most important prognostic factor: Response to therapy; goal: Return to 2"d CP



Overall survival

Survivalof Patientsin CML BQ@vith Imatinib %
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2nd G TKI Dasatinib in AP and BC:

Imatinibresistantor intolerant AP/BC

AcceleratedPhase

median PFXIR, 8monthsfollow up

Proportion not progre:
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Treatment of Patients in AP with 349G TKI &
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C Blast-Phase CML
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Hyper-CVAD plus Imatinib or Dasatinib in
Lymphoid BC CML
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TKI plus chemotherapy/investigational Agents @&
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Saufele S et Silver RT, Ann Hematol 2015; 94:S159-S165  klinikum | &isabethinen
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Study Drug Patients Overall survival Comments
Frithauf et al., 2007 [50] Imatmib 600, Mitox/Etop. 16 OSat 12 months 50 % OR 81 %, (30 %); 6 SCT, OS without
SCT 30 %
Oki et al., 2007* [51] Imatinib 600, decitabine 28 (10 BC)  OSat 12 months 50 % OR 50 %, CRin 33 % (20 %); responders
(20 %) vs non-resp. 86 vs. 16 weeks
Quintas-Cardama et al., Imatinib 600, araC, ida 19 OSat 12 months 48 % OR 74 %, CR in 47 %
2007 [52
Cortes et al., 2007" [53] Imatmib, lonafarnib 3 OR 75 %; hematologic improvement
in 2 out of 3 pts
Fang et al., 2010° [54] Imatmib, homoharmngtonin 12 OR 100 %
Rea et al., 2006° [55 Imatmib 800 mg, vincristine, 31 (Incl ALL) HR 90 %
dexamethasone
Deau et al., 2011° [56] Imatmib 600 mg, araC, 36 Median OS 16 months CR 55.5 %
daunorubicin
Milojkovicet al., 2012° [57] Dasatinib, FLAG-IDA 4 All are alive
Strati et al., 2014 [58] Imatmib or dasatinib, HCVAD 42 (LBC) Median OS 17 months OR 90 %: 25 % (MMR)
Ghez et al., 2013 [59] 5-Azacytidine, TKI 5 4 Alive, median follow-up 24 months
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Outcome/Response

llllll

. 2 ptsachieveda CCyrRand MMR T —————

‘)AZA at 31 months

anesc 2 ptsunderwentallo-Tx(1 diedfrom relapseat 34 monthg) oo arss mons
Other 3ptsstill in CHR after 15, 24 and B8®nths

Dasatinib 100 -+ "( (..\-(.,16‘\ (ongoing) CHR 31 30 mo + 33 mo + Alive
SAZA 32 months Minor 5 mo 6 mo CHR

Dasatin Update* n 16 4 mo + éIhI\I:

D 111111 MaCyvR

SRR medianfollow-up: 23.1 months
Siowm CHR rate: 81.3% 5 mo + Atve

SALA R MaCyvR

= MedianOS, EFS, RFS: 323.3 and 32.2nonths

SALZA

o Five patients were bridged t@llo-Tx e = s

Dasati MMolR

22~ ” safe and efficient regiment

SAZA ]
Allo SCT in
MMolR

Ghez et al, Eur J Cancer 2013;49::3666-70; *personal communication 09/2017



Allo-Tx in CML %

Best Results in Advanced Phase: Tx after Ordens | sapecie
Return to 2nd CP kllnlll(-‘llllglle Elisabethinen

adopted from Saul3ele S et al, Blood 2010; 115:1880-85
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DeFilipp Z et al, Clin Lymphoma, Myeloma & Leukemia 2016;16:466-471



Treatment Alogirthm for CML BC

BCat Diagnosis
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PredictiorY Preventionof AP/BC CML




Identification of patients at risk for early @&
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I Risk scores at diagnosis:
o Sokal®: High - intermediate - low risk group

0 Eutos?: recognizes a small group of high risk patients (Score > 87; ~12%) with a
higher progression rate than low risk group when treated with a TKI

I Early Predictors:
o Major route ACA (trisomy 8, additional Ph-chromosome, isochromosome (17Q),
trisiomy 19)
o BMI1, CIP2A (cancerous inhibitor of PP2A) levels at diagnosis34

I Not reaching defined response landmarks at 3, 6, 12, and 18 months

1Sokal JE et al, Blood 1984;63:789-99; ?Hasford J et al, Blood 2011;118:686-23; 2 Mohty M et al, Blood 2007;110:380-83 4 Lucas CM
et al Blood 2011;117:6660-68
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AcquiredACAsre highrisk featuresby ELNdefinition andindicate treatment failure!
Fabarius A et al, Blood 2011; 118:6760-68



