NNNNN

NNNNNN

CCCCCCC

mmmmmmmm

KML Tedavisinde
Optimal Yanit

ve

Erken Gecis

Doc Dr Leylagul KAYNAR

Erciyes Universitesi Tip Fakiiltesi
+ Hematoloji Bilim Dali
Erciyes Transplant Merkezi




Kronik Myeloid Losemi

9g+
Ph
220-
Translokasyon :
—
BCR e Bttt . BCR
& ABL

Transkripsiyon ve translasyon

/ | BCR-ABL fusion

TKl ile inhibisyon proteini

—p
Tirozin kinazin olusumu
Multiple substrailn fosforilasyonu

Mitojenik sinyallesme ve genomik insatabilite artar
Apoptozis ve stromal regulasyon azalir

KML -

Kok hiicre bozuklugu
BCR-ABL onkogeni

Myeloproliferasyon ile
karakterize




KML Dogal Seyri

Kronik AKkselere Blastik
Ortalama siire Ortalama sire Ortalama yasam suresi
5-6 yil 6-9 ay 3-6 ay
lleri fazlar

Tedaviye cevap var Tedaviye azalmis cevap Tedaviye direngli



KML tanisi

Hematolojik Sitogenetik Molekiiler
Karyotype FISH PCR
(Ph kromozomu) (BCR-ABL fiizyonu)
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Periferik kan Kemikiligi ~ Kromozomal translokasyon Anormal BCR-ABL Anormal BCR-ABL
(Myeloid hiperplazi) t(9;22)(q34;q11) Kirmizi: BCR Lane 1: BCR-ABL+
Yesil: ABL Lane 2: BCR-ABL-

Sari: fusion



KMLDE TANI

Philedelphia kromozomu: Klasik sitogenetik testi ile tespit edilir. KI
Bcr-Abl fiizyon geni: FISH ile tespit edilir. PK+ KI
Fiizyon genin mRNA gen iiriinii: PCR ile tespit edilir. PK+KI
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Prognostik Risk Skorlama Sistemleri

Study

Calculation

Risk Definition by Calculation

Sokal et al, 1084

Exp 0.0116 * (age in years — 43.4) + 0.0345 x (spleen — 7.51) +
7

0.188 x [(platelet count + 700)" — 0.563] + 0.0887 x (blast cells —

2.10)

low risk. <0.8
infermediate risk. 0.8-1.2
high risk, > 1.2

Euro
Hasford et al. 1008 °

0.666 when age > 50 years + (0.042 x spleen) + 1.0956 when
platelet count > 1.500 x 10°L + (0.0584 « blast cells) + 0.20399
when basophils > 3% +(0.0413 x eosinophils) * 100

low risk. < 780
infermediate risk, 781-1.480
high risk, > 1,480

EUTOS

Hasford et al 2011 °

Spleen x 4 + basophils x 7

low risk < 87;

high risk > 87

Calculation of relative risk.

Age is in years. Spleen is in centimeters below the costal margin (maximum distance). Blast cells. eosinophils, and basophils are in percent of
peripheral blood differential. All values must be collected prior to any treatment. To calculate Sokal and Euro risk score: hitp://www.leukemia-
net.org/content/leukemias/cml/cml score/index eng.html. To calculate EUTOS
net.org/content/leukemias/cml/entos_score/index_eng.html.

risk SCOre; hitp://www.leukemia-
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KML'DE DEGISEN TEDAVI
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KMLde degisen survival

Best available therapy 5-Yr OS, % .
Imatinib* 93
1.01 IFN-a or SCT +

—~ 09- second-line imatinibt 71

o 2002-2008, imatinib* IFN-o. or SCT? 63

U) -
> E_—G 0.8 Hydroxyurea
= a 0.7+ Busulfan 38
o o
S 3 0.6- 1997-2008, IFN-¢. or SCT I
o 3 plus second-line imatinib® .
o 054
S35 041 1995-2008, IFN-o or SCT*
>0 O
S + 0.31
n c

& 0.2+

< 0.149 1 e HH—H— 1970

0- 1983-1994, busulfan
L] L] L] I | I | | L] | | L] | 1
0 2 4 6 8 10 12 14 16 18 20 22
Yrs After Diagnosis 1960

*CML IV. TCML IlIA. *CML L.
Leitner AA, et al. Internist (Berl). 2011;52:209-217.



KML TEDAVI HEDEFLERI

%100 Tani; 1012 Losemi Hiicresi

Tam
Kan sayimi Hematolojik
Yanit

Major

%1

Molekiiler

7%0.1 Yanit



National

Comprehensive - LeukemiaNet"
INO@OINE Cancer European
Network®

HEMATOLOJIK YANIT KRITERI ueore

Tam hematolojik yanait:

* Lokosit sayisi< 10 x 10%/L ile birlikte periferik
kan sayimlarinin tam olarak normal olmasi,

Platelet sayis1 < 450 x 10°/L,

Periferik kanda myelosit, promyelosit veya blast
0

mamasi,

* Palpable SM'nin kaybolmasi ile birlikte hastalik
bulgu ve semptomlarinin olmamasi.



SITOGENETIK YANIT KRITERI
(en az 20 metafaz incelenmeli: Ph + metafaz sayisi)

« Tam: Ph+0

 Kismi: Ph+ %1-35

* Major: Ph+ %0-35
(Kismi + Tam )

e Minor: Ph+>%35

=1V LeukemiaNet"
European

Sitogenetik Yanit:

 Tam: Ph+ %0

* Major: Ph+ %1-35
 Minor: Ph+ %36-65
Minimal: Ph+ %66-95
Yok: Ph+> %95



National

Comprehensive
INOOIWE Cancer

Network®

Major Molekiiler Yanit:
* Q-PCRile BCR-ABL transkriptleri < % 0.1 (IS)veya
BCR-ABL mRNA'sinda Q-PCR = 3log azalma (IS yok ise)

Tam Molekiiler Yanit:

MOLEKULER YANIT KRITERI

* Standart bazalin en az 4.5 log asagisini 6lgme
duyarliligina sahip Q-PCR (IS) ile BCR-ABL RNA’sinin
tespit edilemesi

ELN “Molekuler olarak tespit edilemeyen l6semi”

teriminin kullanilmasi onerilmektedir.

UPDATE

2013

LeukemiaNet

European



BCR-ABL1 ratio (International Scale)
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IS’ya gore tedavi edilmemis hastada
ortalama BCR-ABL seviyesi %100,

1 log azalma =15 %10

2 log azalma =15 %1 = CCyR

3 log azalma =15’da % 0.1 MMY
4 log azalma = 1S % 0.01

4.5 log azalma = IS %0.0032

5 log azalma = 1S %0.001



KLM’de Tedavi Hedetfleri

* Tam hematolojik yanit (CHR)
 Sitogenetik yanit (CCyR)
* Molekiiler yanit (MMR)




KML -

SITOGENETIK YANIT




Sitogenetik yanitin Onemi

» Sitogenetik cevaba ulasilmasi IMB ile tedavi edilen
hastalarda uzun dénem survivalin 6nemli bir
prognostik gostergesidir.

* IRIS calismasinda
6.ayda herhangi bir Cy yanit,

12 . ayda MCyR elde edilenlerde bu hedefe
ulasamayanlara gore daha iyi PFS elde edildi.

Five-Year Follow-up of Patients Receiving

Imatinib for Chronic Myeloid Leukemia
N Engl ] Med 2006;355:2408-17.



The NEW ENGLAND JOUERNAL of MEDICINE

Five-Year Follow-up of Patients Receiving
Imatinib for Chronic Myeloid Leukemia

A

* Median 60 aylik takipte PFS liw
12. Ayda MCyR’a ulasamayanlara gére = £ s
CCyR/PCyR’a ulasanlarda daha iyi §

? B0
12.AyCy CCyR MCyR MCyRYOK : *| S

E 2 Partial cytogenetic response
PFS %97 %93 %81 104 Mo major ortogenetic response

Months

IRIS

e 3.ayda minor CyR

* 6.veya 12.ayda PCyR

* 18.ayda CCyR gozlem stiresince stable CCyR ile birlikte.

N Engl ] Med 2006;355:2408-17.



Imatinib for Newly Diagnosed Patients With Chronic
Mpyeloid Leukemia: Incidence of Sustained Responses in an
Intention-to-Treat Analysis

Hugues de Lavallade, Jane F. Apperley, Jamshid 5. Khorashad, Dragana Milojkovic, Alistair G. Reid,
Marco Bua, Richard Szydlo, Eduardo Olavarria, Jaspal Kaeda, John M. Goldman, and David Marin

Results
At b years, cumulative incidences of complete cytogenstic response (CCyR) and major molecular

response (MMR) were B2.7% and b0.1%, respectively. Estimated overall survival and PFS were
£83.2% and B2.7%, respectively. By b years, 25% of patients had dlSEDI‘lT.IhLIE!d |mat|n|b treatment
because of an unsatisfactory response and/or toxicity. The b-

_cytogenstic response while still receiving imatinib was 62 7% _Patients achieving a CCyR at 1 year

had a better PFS and overall survival than those failing to reach CCyH. | but achieving a MMR
conferred no further advantage. The identification of a kinase domain mutation was the only factor
predicting for loss of CCyR.

1 y1l imatinib tedavisi sonrasi elde edilen CCyR
OS ve PFS icin major prognostik faktordur.

5 yillik OS %98 x %74 p=0.03

SOLUMIE 8 .- MUMEER 0 JULY 10 0

JOURNAL OF CLINICAL ONCOLOGY



Early molecular and cytogenetic response 1s predictive for
long-term progression-free and overall survival in chronic

myeloid leukemia (CML)

B Hanfstein'?3, MC Muller'??, R Hehlmann', P Erben’, M Lauseker?, A Fabarius’, S Schnittger?, C Haferlach®, G Gohring®,
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Years Years

Patients at risk (n)

<35% 324 285 235 174 123 ents at risk (n)
Ph+ =onTe <35% 327 286 236 177 126

=35% 118 104 o 70 52
=35% 121 108 94 72 53

5 yilhk OS 3. ayda PCyR --------- 5 yilik OS %95, PCyR yok ise %87
6. ayda CCyR --------- 9 yilhik OS %97, PCyR yok ise %91

Leukemia (2012) 26, 2096-2102
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The achievement of an early complete cytogenetic response 1S a major
determinant for outcome in patients with early chronic phase chronic myeloid
leukemia treated with tyrosine kinase inhibitors

Elias Jabbour,' Hagop Kantarjian,! Susan O'Brien,' Jenny Shan,’ Alfonso Quintas-Cardama,! Stefan Faderl,’

IMT400, IMT800 ve 2. kusak TKI

3, 6, ve 12. Aylarda CCyR’a ulasanlar dnemli derecede
daha iyi 3 yillik EFS ve OS

EFS (%98, %97 %98’e karsin %83, %72, %67 p<0.001)

0S (%99, %99, %99’e karsin %95, %90, %94 p<0.001)

Ikinci kusak tirozin kinaz inhibitérleri imatinibe gore
daha ytiksek oranda CCyR ve MMR'1 indiikler.

Erken CCy’a ulasmak halen MMR’a ulasilsin ya da
ulasilmasin hala KML sonucunu belirleyen major
belirtectir.

BLOOD, 27 OCTOBER 2011 -


http://www.bloodjournal.org/
http://www.bloodjournal.org/

Early responses predict better outcomes in patients with newly

diagnosed chronic myeloid leukemia: results with four tyrosine kinase
.. inhibitor modalities

blood“

Preetesh Jain, Hagop Kantarjian, Aziz Nazha, Susan O'Brien, Elias Jabbour, Carlos Guillermo Romo, Sherry Pierce,

IM400, IM800, Nilotinib, Dasatinib; EFS, OS, TR

A 3 Months B 6 Months
1.0
ooy E .8
2 g
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[ 08
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@ 0.4 © a4
= 3 Month ] & Month
E Ph+  Taotal Fadl 3=%r E P+ Toial Fai 3-¥r
g2|=—0% 300 20 98% gz|—09% a7 22 9%
Bl . 1-35% 104 12 8% ! | 1-35% 53 7 9%
-=- »35% 44 12 B2% == wA% 24 B TH%
B0 p= 001 a0 = 0.001
0 12 24 368 48 80 T2 &4 S5 108 120 132 144 156 Taoi2 24 M 48 &0 TX B4 96 0B 130 132 144 158
Manins Mantha
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IM400 ile geng sokal risk skoru yuksek hastalarda

daha az stg yanit oranlart ile birlikte 5 o5 14 jNE 2013 - VOLUME 121, NUMBER 24


http://www.bloodjournal.org/
http://www.bloodjournal.org/

‘blood

Drasatimib 100 mg gd

Early response with dasatinib or imatinib in chronic myeloid leukemia:
3-year follow-up from a randomized phase 3 trial (DASISION)

Elias Jabbour,” Hagop M. Kantarjian,! Giuseppe Saglio,” Juan Luis Steegmann,® Neil P. Shah,* Concepcion Boqué,®

Imatinib 4({) mg gd
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* DASISION landmark analizinde 1. Sira dasatinib / imatinib ile
* 3.ve 6. Ayda MCyR onemli derecede prediktor

3 yullik PFS %94 iken 3 ve 6 aylarda MCyR’a ulasamayan hastalar
icin %71 ve %84’dur.

BLOOD, 23 JANUARY 2014


http://www.bloodjournal.org/
http://www.bloodjournal.org/

Sitogenetik yanitin Onemi

& Erken sitogenetik cevaba ulasilmasi TKI
inhleri ile tedavi edilen hastalarda uzun
donem survivalin en dnemli prognostik
gostergesidir.

& CCYR’a ulasilmasi daha iyi PFS ve OS ile
birliktedir.
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* TKI tedavisi sonrasi
Tam sitogenetik yaniti
yakalayan hastalar icin
MMR’a ulasilmasi
gercekten gerekli mi?

BCR-ABL1 ratio (International Scale)

Diagnosisor pretreatment

CHR

CCyR

1012

[N
(@)
=
=

0.01*#
0.00328"
0.001"

0.0001

MMR

CMR4.0*+
CMR4.58!
CMR5.0"

i

S|199 olWwaeMNa| JO JagquinN



Imatinib for Newly Diagnosed Patients With Chronic
Mpyeloid Leukemia: Incidence of Sustained Responses in an
Intention-to-Treat Analysis

Hugues de Lavallade, Jane F. Apperley, Jamshid 5. Khorashad, Dragana Milojkovic, Alistair G. Reid,
Marco Bua, Richard Szydlo, Eduardo Olavarria, Jaspal Kaeda, John M. Goldman, and David Marin

Results
At b years, cumulative incidences of complete cytogenstic response (CCyR) and major molecular

response (MMR) were B2 7% and 50.1%, respectively. Estimated overall survival and PFS were
£83.2% and B2.7%, respectively. By b years, 25% of patients had discontinued imatinib treatment
because of an unsatisfactory response and/or toxicity. The b-year probability of remaining in major
cytogenetic response while still receiving imatinib was 62.7% . Patients W
had a better PFS and overall survival than those failing to reach CCyH, but achieving a MMR
gonferred no further advantage | The identification of a kinase domain mutation was the only factor
predicting Tor loss of CLyR.

1 y1l imatinib tedavisi sonrasi elde edilen CCyR OS ve PFS icin
major prognostik faktordur.

Ancak ek olarak MMR’a ulasmanin ek katkisi
gosterilememistir.

SOLUMIE 8 .- MUMEER 0 JULY 10 0

JOURNAL OF CLINICAL ONCOLOGY



Tolerability-Adapted Imatinib 800 mg/d Versus 400 mg/d
Versus 400 mg/d Plus Interferon-a in Newly Diagnosed
Chronic Myeloid Leukemia

Riidiger Hehlmann, Michael Lauseker, Susanne Jung-Munkwitz, Armin Leitner, Martin C. Miiller,

Nadine Pletsch, Ulrike Proetel, Claudia Haferlach, Brigitte Schlegelberger, Leopold Balleisen, Mathias Hénel,
Markus Pfirrmann, Stefan W. Krause, Christoph Nerl, Hans Pralle, Alois Gratwohl, Dieter K. Hossfeld,
Joerg Hasford, Andreas Hochhaus, and Susanne Saufele

ONCOLOGY
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0 T 2 3§ & & & 1 8 0 12 3 4 5 & 7 8
Time Since Diagnosis (years) Time Since Diagnosis (years)

Homte of rick (ml

12. Ayda MMR’a ulasanlarda 3 yillik OS daha iyi
Ancak CCyR’a ulasanlarda MMR’a ulasip ulasmamak 0S’1 etkilememekte

VOLUME 285 - NUMBER 12 - APRIL 20 2011

JOURNAL OF CLINICAL ONCOLOGY
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Front-Line Therapy With Second-Generation Tyrosine
Kinase Inhibitors in Patients With Early Chronic Phase
Chronic Myeloid Leukemia: What Is the Optimal Response?

Elias Jabbour, Hagop M. Kantarjian, Susan O'Brien, Jiangin Shan, Alfonso Quintds-Cardama,
Guillermo Garcia-Manero, Mary Beth Rios, and Jorge E. Cortes

CONCOLOGY
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3,6, 12 ve 18. ayda CCyR"a ulasanlarda EFS’yi MMR’a ulasilip ulasiimamasi etkilemez

Hesults
Overall, 155 patients (33%) achieved complete cytogenetic response (CCyR), including 146 (87 %)

with major molecular response (IMMR; complete in 46 patients [28%]). According to the ELN
definitions, the rates of suboptimal response were 0%, 2%, 1%, and 12% at 3, 6, 12, and 18
months of therapy, respectively. There was no difference in EFS and CCyR duration between
patients who achieved CCyR with and without MMR across all the landmark times of 3. 6. 12. and

VWOLUBME Z0 - HUMRBER 32 - NOVEMBER 10 2011
18 months.

JOURNAL OF CLINICAL ONCOLOGY



Molecular Responses in Patients with Chronic Myelogenous
Leukemia in Chronic Phase Treated with Imatinib Mesylate

Jorge {L‘q:rr‘cE.-s,1'2 I'“n.-'11:rshE.-T;aI::n;az,2 Susan 'IZZTE!riE.-ﬂ,1 Dan Jones,”

Table 3. Significance of achieving molecular response in sustaining a complete cytogenetic remission

\

Best Ber-Abl/Abl No. Mo. who lost complete cytogenetic remission to §
ratio evaluable PR /Minor/Y30% Total (%) P r
=0.05% 68 12+4%/5+1%/3 25 (37) {0.0001

{0.05% 166 6+ 2°/0/M1 9(5)

»0 and «0.05% 74 5/0/0 5 (7) 048
Undetectable 82 1+1%/0M1 3(4)

" Patients lost complete cytogenetic remission only transiently

Molekiiler yanit seviyesine ulasamiyanlarin %37si ile

MMR’a ulasanlarin %5'i ve CMR’a ulasanlarin %4
CCyRlarini kaybetti

Clin Cancer Res 2005;11(9) May 1, 2005



Long-term prognostic significance of early molecular response to imatinib in
newly diagnosed chronic myeloid leukemia: an analysis from the International
% Randomized Study of Interferon and STIS71 (IRIS)

*Timothy P. Hughes,! *Andreas Hochhaus,? Susan Branford,? Martin C. Miller,* Jaspal S. Kaeda,® Letizia Foroni,2

lood

80 B i e TRT PP

RIS 7 yillik takibinde; bu
sirede

CCyR kaybetme ihtimali

18. Ayda MMR olanlarda %3,
CCyR olup MMR yok ise %26

204 BCR-ABL ratio (IS) at 18 months
<0.1%
----- >0.1% -<1.0%

0 12 24 36 48 60 72 84 96
Months Since Start of Treatment

Estimated % Remaining in CCyR

N at risk
£0.1% (MMR) 159 159 156 149 144 135 118 24
>0.1-1.0% 39 39 ar 32 29 2T 20 4

Time to loss of CCyR at 18-month landmarks
by molecular response.

GIMEMA c¢alismasinda da benzer sonuglar
bildirmislerdir.

BLCOD, 11 NOVEMBER 2010


http://www.bloodjournal.org/
http://www.bloodjournal.org/

MMR elde edilmesi:

1- 12-18. ayda MMR'a ulasilmasi daha uzun sitre
CCyR birlikte,



[RIS; MMR ve PFS

IRIS 5 yillik takibinde;
IRIS calismas1 7. yilinda

12.ay tedavinin her hangi bir

CCyR+<MMR = CLyR+MMR = 7amaninda MMR’a ulasan

PFS %97 %89 hastalarda progresyonun
[RIS 84 aylik takibinde; cok nadir oldugu
gosterilmistir.
18. ay
MMR <MMR

EFS P=0.01 %95 %89




MMR elde edilmesi;

1- 12-18. ayda MMR’a ulasilmasi daha uzun stire
CCyR birlikte,

2- Daha dusik oranda PFS ve EFS ile birlikte,



Five-Year Follow-up of Patients Receiving

Imatinib for Chronic Myeloid Leukemia
Brian J. Druker, M.D., Francois Guilhot, M.D., Stephen G. OQ'Brien, |

[ ] [ ] 1m

[RIS'in 5 yillik takibinde _ «

12. ve 18.ayda CCyRve g .|

MMR’1 olan hi¢bir hasta 5 ©

akselere veya blastik fazaz © ™ot
2 30 with ==3 reduction
g o] ~— OCyR with <3 log reduction

ulasmamis. ;= oo u

Months after Randomization

12. ayda CCyR ve BCR-ABL1 seviyesinde en az 3 log azalma olan hastalar i¢in

24. Ayda tahminin PFS %100, 12. ayda CCyR olup ve BCR-ABL1 seviyesinde 3
logdan az azalma olanlarda %95.

N Engl ] Med 2006;355:2408-17.



Major molekiler yanit

1- 12-18. ayda MMR’a ulasilmasi daha uzun stire
CCyR birlikte,

2- Daha dusik oranda PFS ve EFS ile birlikte,
3- Daha duisiik oranda AP/BP’a donusum ile birlikte,



Treatment of Philadelphia-Positive Chronic Myeloid Leukemia with
Imatinib: Importance of a Stable Molecular Response

Francesca F';5||arudri,1 llara Ia::u:nl:-ul::l::i,1 Simona 5UVETiF‘Ii,1 Fausto +'.Sastag|r‘uadfti,1 Angela Poerio,

e Stable MMRI1 hastalar, stabil

olmayan MMRI1 ve hic MMR’si

olmayan hastalar ile

karsilastirildiginda onemli
derecede daha disiik CCyR
kaybetme riskine sahiptirler

* (A%¢% x B%21 p=0.03)
* (A%4 x C%33 p< 0.0001).
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Relapse-Free Survival (%)

A Half-Log Increase in BCR-ABL RNA Predicts a Higher Risk of
Relapse in Patients with Chronic Myeloid Leukemia with

an Imatinib-Induced Complete Cytogenetic Response

Richard D. Press.' Chad Galderisi." Rui Yana." Carole Rempfer.! Stephanie G. Willis.”

100 A 100 -
CMR (N=28)
MMRA, not CMR (N=48) L;E |
0 10 20 30 40 50 G ’ Months of |m42timb ’ N
Months After MMR
CMR’a ulasan  MR’de 0.5 logluk artis
hastalarda RFS daha iyi RFS’1 etkilemekte

Clin Cancer Res 2007:13(20) October 15, 2007



Major molekiler yanit

1- 12-18. ayda MMR’a ulasilmasi daha uzun stire
CCyR birlikte,

2- Daha dusik oranda PFS ve EFS ile birlikte,
3- Daha duisiik oranda AP/BP’a donusum ile birlikte,

4- MMR'ye ulasildiktan sonra MMR kaybi artmis
hastalik relaps riski ile birliktedir.






Imatinib produces significantly superior molecular responses compared to interferon
alfa plus cytarabine in patients with newly diagnosed chronic myeloid leukemia in

chronic phase

S Branford', Z Rudzki', A Harper!, A Grig!.i:. K Taylor®, § Durrant®, C Arthur®, P Browett®, AP Schwarer, D Ma®, |F Seymour®,
K Bradstock® D Joske", K Lj,'rlL:hL. | Gathmann™ and TP r1u5f|1:1~1

* [MB’e erken MR'1n prognostik
onemi ilk olarak IRIS alt grup
analizinde ortaya
konulmustur.

* 3.aya kadar BCR-ABL1'de 1
log azalma yok

veya

* 6.aya kadar BCR-ABL1'de 2
log azalma yok ise

hastalik progresyon insidansi
onemli derecede daha ytiksek...

We analyzed molecular responses in 55 newly diagnosed
chronic-phase chronic myeloid leukemia (CML) patients en-
rolled in a phase 3 study (the IRIS trial) comparing imatinib to
interferon-alfa plus cytarabine (IFN + AraC). BCR-ABL/BCR%
levels were measured by realtime quantitative RT-PCR and
were significantly lower for the imatinib-treated patients at all
time points up to 18 months, P<0.0001. The median levels for
imatinib-treated patients continued to decrease and had not
reached a plateau by 24 months. A total of 24 IFN + AraC-treated
patients crossed over to imatinib. Once imatinib commenced,
the median BCR-ABL/BCR% levels in these patients were not
significantly different to those on first-line imatinib for the
equivalent number of months. The incidence of progression in
imatinib-treated patients, defined by hematologic, cytogenetic
or quantitative PCR criteria, was significantly higher in the
patients who failed to achieve a 1log reduction by 3 months or
a 2log reduction by 6 months, P=0.002. A total of 49 patients
were screened for BCR-ABL kinase domain mutations. Muta-
tions were detected in two imatinib-treated patients who
crossed over from IFN -+ AraC and both lost their imatinib
response. In conclusion, first-line imatinib-treated patients had
profound reductions in BCR-ABL/BCR%, which significantly
exceeded those of IFN-+ AraC-treated patients and early
measurements were predictive of subsequent response.

Leskemi (X003) 17, 240 1-2409
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Delayed achievement of cytogenetic and molecular response is associated with increased risk
of progression among patients with chronic myeloid leukemia in early chronic phase receiving
high-dose or standard-dose imatinib therapy.

Quintas-Cardama A1i Kantarjian H, Jones D, Shan J, Borthakur G, Thomas D, Kornblau S, O'Brien S, Cortes J.

+ Author information

Abstract

Patients not in complete cytogenetic response (CCyR) continuously face the competing possibilities of eventually
achieving a cytogenetic response versus progressing. We analyzed the probability of achieving a CCyR, major molecular
response, and progression in 258 patients with chronic myeloid leukemia in early chronic phase at 3, 6, and 12 months
from imatinib start. The initial imatinib dose was 800 mg/day in 208 (81%) and 400 mg/day in 50 (19%) patients. For
patients not in CCyR, the probability of achieving CCyR (P = .002) or major molecular response (P = .004) significantly
decreased, whereas the risk of progression increased (P = .16) at each time point. Patients with a BCR-ABL1/ABL1 ratio
greater than 1% to 10% after 3 months of imatinib had a 92% probability of achieving CCyR with continued therapy, similar
to the 98% for those with 1% or less, but their risk of progression (11%) was almost 3-fold that of patients with a
BCR-ABL1/ABL1 transcript ratio of 1% or less (4%) and similar to that of patients with transcript levels more than 10%
(13%). These results suggest that patients not in CCyR after 12 months on imatinib have a higher risk of progression. This
risk is discernible as early as 3 months into imatinib therapy by molecular analysis and may provide the rationale to
institute therapies that render higher rates of early response.

 3.ayda
BCR-ABL1 <%10 olanlara gore kiyaslandiginda,

BCR-ABL1>%10 (IS) olan hastalar

CCyR veya MMR'ye ulasma ihtimali daha dusuk ve
progresyon ihtimali daha yuksek

BLOOD, 18 JUNE 2009


http://www.bloodjournal.org/
http://www.bloodjournal.org/

Early molecular and cytogenetic response 1s predictive for

long-term progression-free and overall survival in chronic
myeloid leukemia (CML)

B Hanfstein"?3, MC Miiller?3, R Hehlmann', P Erben’', M Lauseker?, A Fabarius', S Schnittger>, C Haferlach®, G Gohring?,

Table 1. Five-year overall survival of patients grouped according to molecular response at 3 and 6 months, P-values comparing neighboring groups,
hazard ratios comparing with the best or better response group

BCR-ABL® At 3 months (n =692) At 6 months {n=789)
Pts (%) P-value Hazard Pts (%) P-value Hazard
5Y-05 (log-rank) ratio (CI) 5Y-05 {log-rank) ratio (Cl)
= 1% 218 (319%) 1 498 (63%) 1
97.2% 96.9%
} n.s. } 0.002
=1%-10% 283 (41%) 1.5 (0.6-4.0) 196 (25%) 3.1 (1.5-6.6)
93.9% 89.6%
} 0.012 } n.s.
= 10% 191 (28%) 3.6 (1.4-8.8) 95 (12%) 4.3 (1.9-9.7)
87.0% 87.9%
= 1% 218 (319%) 1 498 (63%) 1
97.2% 96.9%
} 0.049 } = 0,001
= 1% 474 (69%) 2.3 (1.0-5.6) 291 (37%) 3.5 (1.8-6.9)
91.0% 89.0%
= 10% 501 (72%) 1 694 (88%) 1
95.2% 94.6%
} = 0,001 } 0.007
= 10% 191 (28%) 2.7 (1.5-5.1) 95 (12%) 2.5 (1.3-5.1)
87.0% 87.9%

Abbreviations: BCR-ABL", BCR-ABL transcript ratio according to the international scale; Cl, 95% confidence interval; pts, number of patients; 5Y-0S, 5-year
overall survival.

Leukemia (2012) 26, 2096-2102




Early molecular and cytogenetic response 1s predictive for

long-term progression-free and overall survival in chronic
myeloid leukemia (CML)

B Hanfstein"?3, MC Miiller?3, R Hehlmann', P Erben’', M Lauseker?, A Fabarius', S Schnittger>, C Haferlach®, G Gohring?,

CML IV calismasi (imtile tedavi edilen 1303 yeni tani hasta),

3. ayda BCR-ABL >%10 ve 6. ayda BCR-ABL >%1 olan hastalar 5. yilda

onemli oranda daha dusuk OS ve PFS ile birlikte

3.ayda BCR-ABL >%10 ---- 5 y1llik OS %87,

BCR-ABL<%10 ---- 5 yillik OS %95 (p<0.0001)

6. ayda BCR-ABL >%10 ---- 5 yillik OS %87.9,

BCR-ABL<%10 ----5 yillik OS %97 (p<0.0001)
Leukemia (2012) 26, 2096-2102



Assessment of BCR-ABLI Transcript Levels at 3 Months Is
the Only Requirement for Predicting Outcome for Patients
With Chronic Myeloid Leukemia Treated With Tyrosine
Kinase Inhibitors

INCOLOGY

§ ; Dernd Maria, Arer B [erabim, Clare Luom, Canete Cererd. [ine Wosy, Rickerd M. Soudle,
25 1.0-
. 3 _
 Birinci sira IMB ile tedavi edilen g 06 CCOrRS comparison P<.001
=2 -
« 282 CP-CML1i hasta, T 04 |
= - = Low-risk OS = 93.3%
cn 0.24 1 == | ow-risk c-CCyAS = 91.1%
: High-risk OS = 56.9%
: High-risk c-CCyRS = 47.0%
._i T T T T T T T T
0 1 2 3 4 5 6 7 8
Time Since Start of Imatinib Therapy (years)
3. AY BCR-ABL (IS)
<%9.84 >%9.84
0S %93.3 %56.9
8.YIL pps %92.8 %57
EFS %65 %6.9

YOLUME a0 - MUMBER a - JARNUAAY o 2

JOURNAL OF CLINICAL ONCOLOGY



2. Kusak TKI lar icin donum
noktalar1 gecerli mi?

DASISION ve ENESTnd calismalarinin
landmark analizi de yeni tan1 alan CP CML
hastalarinda dasatinib ve nilotinib ile birinci
sira tedavide erken molekiiler yanitin
prognostik 0nemini gostermistir.




Early response with dasatinib or imatinib in chronic myeloid leukemia:
3-year follow-up from a randomized phase 3 trial (DASISION)

Elias Jabbour," Hagop M. Kantarjian,' Giuseppe Saglio,” Juan Luis Steegmann,® Neil P. Shah,* Concepcién Boqué,’
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Early response with dasatinib or imatinib in chronic myeloid leukemia:
3-year follow-up from a randomized phase 3 trial (DASISION)

k blood""

'; Elias Jabbour," Hagop M. Kantarjian,' Giuseppe Saglio,” Juan Luis Steegmann,® Neil P. Shah,* Concepcién Boqué,”
i o i ) i "~ BLOOD, 23 JANUARY 2014

Final Study Results of the Phase 3 Dasatinib Versus Imatinib in Newly Diaghosed
Chronic Myeloid Leukemia in Chronic Phase (CML-CP) Trial (DASISION, CA180-056)

Jorge E. Cortes, MD', Giuseppe Saglio, MD?, Michele Baccarani, MD3, Hagop M. Kantarjian, MD', Jifi Mayer, MD*, Concepcion

December 6, 2014; Blood: 124 (21)

DASATINIB IMATINIB

-2‘. :

3. Ayda BCR-ABL 3. Ayda BCR-ABL
<%10 >%10 <%10 >%10
PFS %93 %68 %96 %75
(p<0.0001)
3.YIL OS %96 %86 %96 %388
(p=0.0348) (p=0.0036)
AP /BP transformasyon %3 %13 %3 %13
PFS %89 %72 %93 %72
p=0.0014/ p=0.0001
5YIL OS %94 %81 %95 %381
p=0.0028 / p= 0.0003
AP /BP transformasyon %3 %14 %3 %15



http://www.bloodjournal.org/content/124/21
http://www.bloodjournal.org/
http://www.bloodjournal.org/

Early molecular response predicts outcomes in patients with chronic
myeloid leukemia in chronic phase treated with frontline nilotinib
or imatinib

Timothy P. Hughes,'? Giuseppe Saglio,® Hagop M. Kantarjian,* Francois Guilhot,> Dietger Niederwieser,®

 ENESTnd ¢alismasinda

* 3.ayda BCR-ABL>%10 daha dustik molekiiler cevap, artmis progresyon
riski ve daha dustik OS ile birlikte

NILOTINIB NILOTINIB IMATINIB

2X300MG 2X400MG
3. Ayda BCR-ABL 3.Ayda BCR-ABL 3. Ayda BCR-ABL
<%10  >%10 <%10 >0610  <%10  >%10

2 yilda MMR’ye %80 %29 %75 %29 %58 %20
ulasma p<o.0001

3 yillik PFS p* %95.2 %82.9 %89 %66.9 %97.7  %82.6
4 yillik OS p* %96.7 %86.7 %96.9 %92.7 %98.9  %83.6

BLOOD, 27 FEBRUARY 2014



Early responses predict better outcomes in patients with newly
diagnosed chronic myeloid leukemia: results with four tyrosine kinase
inhibitor modalities

Preetesh Jain, Hagop Kantarjian, Aziz Nazha, Susan O'Brien, Elias Jabbour, Caros Guillermo Romo, Sherry Pierce,
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T |BCR-ABLABL Total Fail 3-Yr £ (& Mot
£ ooz — 1% 88 22 96% £ |BCR-ABLABL Total Fail 3-Yr
-- =1-10% 62 5 98% 2 opaf—1% 318 23 97%
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3 yillik EFS 3. ayda 3 yillik EFS 6. ayda
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BCR-ABL >%1- <%10 -- %98 BCR-ABL >%1- <%10 -- %98
BCR-ABL>%10 --%61 BCR-ABL>%10 --%88

BLOOD, 13 JUNE 2013 - VOLUME 121, NUMBER 24



* Calismalar

3 ay sonra BCR-ABL<%10 ve
6 ay sonra < %1 transkript seviyelerinin

uzun donem sonuclar icin etkili prognostik
indikator oldugunu gosterdi



Major molekiler yanit

1- 12-18. ayda MMR'a ulasilmasi daha uzun sitre
CCyR birlikte,

2- Daha dusiuk oranda PFS ve EFS ile birlikte,
3- Daha duisiik oranda AP/BP’a donusum ile birlikte,

4- MMR’ye u

asildiktan sonra MMR kaybi artmis

hastalik relaps riski ile birliktedir.

5- 3. ve 6. aylardaki erken molekiiler yanitlar daha iyi

survival ile b

irliktedir.



KLM’de Yeni Tedavi Hedefleri

* Erken tam sitogenetik yanit (CCyR)
* Hizli molekiler yanit (MMR)

* Daha hizli derin kalic1t molekiler yanitlar
(MR4, MR4.5 ve MR5

Michele Baccarani, and Simona Soverini
Blood 2014;124:469-471

Log MR
reduction levels

0 P Standardized

baseline

-1 €< MR1.0

-2 < MR2.0

-3 < MR3.0

-4 < MRA4.0

-45 < MR4.5

-5 < MR5.0

\ 4

Time
BCR-ABL %
3m 6m 12m
100%
10%
EMR' /- o
(Early Molecular _—7 e 1%
Response) . F
I MMR Lo 0.1%
(Major Molecular Response)
0.01%
0.0032%
‘Deep Molecular Response’
formerly CMR (Complete Molecular Response) 0.001%
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Optimal yanit

Optimal yanit:
Ayni tedaviye devam edilmeli

En iyi uzun donem sonuclar ve
neredeyse normal survival

3. ayda BCR-ABL1 £%10 veya Ph+ < %35
6. ayda BCR-ABL1 <%1 veya Ph+ 0 (CCyR)
12. ayda BCR-ABL1 <%0.1 (MMR)

UPDATE

2013



UPDATE

2013
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European

Optimal yanit hedefleri:

Diagnosis or pretreatment
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00001 - 3. ayda BCR-ABL1 %10 ve/veya

Ph+ < %35

6. ayda BCR-ABL1 =%1 ve/veya

Ph+ 0 (CCyR)

12. ayda BCR-ABL1 £%0.1 (MMR)



YanltSIZIIk . LeukemiaNet"

UPDATE

(primer veya sekonder) 2013

* Yanitsiz kabul edilen hastalar progrese olma ve
olim icin yuksek riskli

Tedavi degistirilmeli
* Yanitsizlik primer veya sekonder olabilir.
Yanitisizlik

* 3.ayda THY olmamasi veya Ph+>%95
* 6.ayda BCR-ABL1 >%10 veya Ph+ >%35
* 12.ayda BCR-ABL1 >%1 veya Ph+ = %1
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European

UPDATE

Sekonder yanitsizlik tanimlar1 6%

1. Tam hematolojik yanit kaybi
2. Tam sitogenetik yanit kaybi

3. Dogrulanmis major molekuler yanit kaybi
(ardisik 2 testte >% 0.1, bir tanesi 2%1 )

4. BCR-ABL1 mutasyonu

5. Ph + hiicrelerde klonal kromozom anormallikleri;
major yol



='¥ LeukemiaNet"

European

Uyari

2013

* Orta kategorideki cevabi isaret eder.
* Cevap ve sonuc daha iyi olabilir,

ancak diger cevabi veya sonucu hangi tedavinin
iyilestirecegi ile ilgili spesifik tedavi donerisi yaptiracak
net veri mevcut degil.
Uyari:
* Tani aninda yuksek risk veya CCA/Ph+, major yol
* 3.ayda BCR-ABL1 >%10 veya Ph+ %36-95
* 6.ayda BCR-ABL1 %1-10 veya Ph+ %1-35
* 12.ayda BCR-ABL1 %0.1-1



. UPDATE

IV LeukemiaNet" 2013
European
European LeukemiaNet Recommendations for
the Management of Chronic Myeloid Leukemia (CML)
Baccarani et al, Blood 2013,;122:872-884

Response definitions for any TKI first line,
and 2nd line in case of intolerance, all patients (CP, AP, and BC)

Time Optimal response Warning Failure
Baseline High risk
Major route CCA/Ph+
3 mos. BCR-ABL" <10%* BCR-ABL"® >10%* No CHR*
Ph+ <35% (PCyR) Ph+ 36-95% Ph+ >95%
6 mos. BCR-ABL"® <1%* BCR-ABL"® 1-10%* BCR-ABL"® >10%*
Ph+ 0% (CCyR) Ph+ 1-35% Ph+ >35%
12 mos. BCR-ABL" <0.1%* (MMR) BCR-ABL" 0.1-1%* BCR-ABL" >1%*
Ph+ >0%
Then, MMR or better CCA/Ph- (-7, or 7g-) Loss of CHR
and at Loss of CCyR
any time Loss of MMR, confirmed**
Mutations
CCA/Ph+

*and/or  **in 2 consecutive tests, of which one >1% IS: BCR-ABL on International Scale



= L2V LeukemiaNet"

European European LeukemiaNet Recommendations for
the Management of Chronic Myeloid Leukemia (CML)

Baccarani et al, Blood 2013;122:872-884

Treatment recommendations

Line Event TKI, standard dosage’ Transplantation
Chronic phase
- - - Search for alloSCT
= | = = = =
= E g' g‘ ) v °
o = =) S Ln 7 =) D =
=) = - LN <t + o © =
< ~m o o o h - & @
_E ._E o — — — o D f - E f
= c = = = = ‘E; % £ o
—— -; L e ot — — - — E
ElE2| 8| &) & T S S e | S
1st Baseline X X X X2
2nd Intolerance to 1t TKI Any other TKI
approved 1% line
Failure imatinib X X
st |y
Pline of  hilotinib x | x| x [ x| x| x
dasatinib X8 X X X X X
3rd Intolerance to/failure of two TKI Any remaining TKI X
Any T3151 mutation X X X X
Accelerated or blast phase
In newly diagnosed, | start with X3 X4 X X
TKI naive patients no optimal o | xs
response, BP
TKI pre-treated patients Any other TKI X8 X7 | X5

UPDATE

2013



National
Comprehensive

NGO Cancer

NCCN Guidelines Version 1.2016
Chronic Myelogenous Leukemia
NCCN Evidence Blocks™

Network”
BlLr-A0L?
transcripts
=10% by QPCR
(IS)€ or partial Continue same
cytogenetic dose™ of imatinib" or | ———— Monitor with QPCR (IS) every 3 mo? —————— See CML-3
response ' (PCYR)| | i otiniblor dasatinibi
on bone marrow Clinical trial
cytogenetics, if oF
QPCR (IS) not Chan ij,Ln,o
- ge therapy to alternate TKI'}'"° (See CML-6) R
3-month available Primary or m
evaluation? treatment | ™|Increase dose of imatinib to a maximum of 800 mg, CML-3)

BCR-ABL1 « Evaluate with imatinib as dtoleratedh (if not candidate for alternate TKI) (CML-3)
transcripts tient and
318())2{] b)FQlI(’CR E::;::iance Evaluate for HCT® (See CML-7

or lac
of PCVR and drug o _
bone %ar%r;v interactions Clinical trial

tics, if « Mutational ar .
a%%%:ﬁ?g)lzi’tl analay,rls?:a Primary g:mtlnue same dose of nilotinib' or dasatinib/ Ejzlﬁ-ar::t;:th
available See CML-6 tr_etztn!leorlt_ bl ™ Change therapy to alternate TKI (other than CML3
Lo imatinib)41:1° (See CML-6) el

BCR-ABL < %10(IS)
veya 2PCyR

3.ay
BCR-ABL >%10 (IS)
veya
PCyR yok

Tedavi onerileri

Ayni doz TKI'ya devam

Primer tedavi: imatinib

Alternatif TKI'ya ge¢ veya

imatinibi 800mg’a kadar artir tolere edebilir ise
(hasta diger TKIlar icin aday degil ise)

Primer tedavi: dasatinib veya nilotinib
Ayni doz TKI'ya devam veya
Alterne TKI'ya ge¢ (Imatinib disinda)




NGO Cancer

ECR-ABL1 transcripts
<10% by QPCR (IS)¢
or 2PCyRK on bone
marrow cytogenetics,

if QPCR (IS) not
available

6-month

evaluation?
ECR-ABL1 transcripts

>10% (IS)° or lack of
PCyRK on bone marrow
cytogenetics, if QPCR
(IS) not available

Continue same
dose™ of TKIN:©

« Evaluate patient

compliance
and drug
interactions

» Mutational

analysis'

(See CNL-6)

National  NCCN Guidelines Version 1.2016
Comprehensive - Ghronjc Myelogenous Leukemia
Network® NCCN Evidence Blocks™

6-MONTH FOLLOW-UP THERAPY?

Monitor with QPCR (IS) every 3 mo? ————» See CML-A
If response based on cytogenetics,
see 12-month evaluation (CML-4)

Clinical trial

or

Change therapy to alternate TKI (other w
than imatinib)’-".%.P.4 (See CMVL -6 (CML-4)

and
Evaluate for HCT® (See CML-7)

BCR-ABL < %10(IS) veya 2PCyR
6.AY  BCR-ABL >%10 (IS) veya PCyR

elde edilememesi

Ayni doz TKI'ya devam
Alternatif TKI'ya gec



National NCCN Guidelines Version 1.2016
NCCN Ef:r':ll;“h“““"“ Chronic Myelogenous Leukemia
Network’ NCCN Evidence Blocks™

12-MONTH FOLLOW-UP THERAPY AND BEYOND?

Completekcytogenetic

trﬁ:,f:c':?;tsirﬁﬁc&fsu » Continue same dose™ of TKIMi4:© » See CML-A

>0.1% by QPCR (I8) | Chan

ge therapy to alternate TKI (preferred) (other than
12-mo PCVR¥ or BCR. | |* Evaluate patient imatinib)'slfs"sgxq (See CML-6) -
evaluation Ag}l_f transcribts compliance and drug | |or - >
and beyond? <10% but >1"/pb | interactions Continue same dose of TKI™i.°
with bone QPCR (I1S) °BY " |. consider mutational or .
marrow analysis' (See CML-6) Increase dose of imatinib to a maximum of 800 mg, as tolerated!| |Repeat bone
cytogenetics (if not candidate for alternate TKI or omacetaxineP) marrow
if neither ] NN evaluation
CCyR \ Less than povrk| | Evaluate patient Change therapy to alternate TKI (other than imatinib)'-.N%PA[ |5 3 onths
nor MVR' ess than PCyR compliance and drug (See CML-6) to document
has b or BCR-ABL1 || interactions and Evaluate for HCT® (See CML-7) *|ceyR. if
as been transcripts >10%| |- Mutational analysis' or <COVR
previously by QPCR (IS) (See CML-6) Clinical trial YR,
achieved treat as per
> <PCyR on
Change th?ragx to alternate TKI (preferred) (other than this page
« Evaluate patient imatinib)"-'.N.%:P.4 (See CML-6)
: or .
Cytogenetic icn"tL"rg"':g';ffs and drug| _ | |hcrease dose of imatinib to a maximum of 800 mg, as tolerated!
nﬂ,-lapsgn,-k « Mutational analvsis! (if not candidate for alternate TKI or omacetaxineP)
(See CML=6) and Evaluate for HCT® (See CML-7)
s or
Clinical trial
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12-MONTH FOLLOW-UP THERAPY AND BEYOND?

Complete cytogenetic
responsek or BCR-ABL1 - .. . [P Ny - —em

=A
CCyR veya * Aynidoz TKI'ya devam
BCR-ABL < %1 fakat >%0.1 (IS) one
PCyR veya e Ayni doz TKI'ya devam veya n
12.3y  BCR-ABL < %10 fakat >%1 (IS) « Alternatif TKI'ya ge¢ (imatinib disinda) o
veya

 Imatinibi 800mg’a kadar artir; (hasta diger
TKllar ve omexataxin icin aday degil ise)

w o=

PCYR’den daha az veya * Alternatif TKI'ya ge¢ (imatinib disinda)
BCR-ABL > %10 (IS)

e Alternatif TKI'ya ge¢ (imatinib disinda)
Sitogenetik relaps veya
« Imatinibi 800mg’a kadar artir tolere
edebilir ise (hasta diger TKllar ve
omexataxin icin aday degil ise)



KML'de yan etkileri ile birlikte
1. sira tedavi secenekleri

v' Hala imatinib 1.basamakta etkili bir tedavi,
v’ 2. kusak ilaclar yliksek riski hastalarda tercih edilebilir.
v" Secilecek ajan: hastanin risk skoruna, doktorun tecriibesine, yas, hastanin tedaviyi

tolere edebilme kabiliyetine, ek komorbit durumlarin varhgi

Imatinib
Odem/sv1 birikimi,
myalji, hipofosfatemi T,
GI etkiler (ishal, bulanti)

Nilotinib
Pancreatik enzim T,
indirek hiperbilirubinemi,
hiperglisemi
QT uzamasi, kardiovaskiiler
olaylar

Dasatinib
Plevral /perikardiyal
eflizyon, kanama riski,
pulmoner arteriyel

hipertansiyon

Yaygin olaylar

Myelosupresyon
Transaminaz T
Elektrolit A




2. Kusak TKI odeme endikasyonlari

(SUT)

A) Direng gelismesi durumu;

»
»
»

3. ayda tam hematolojik yanit olmamasi veya Ph kromozomu >%95,
6. ayda BCR-ABL >%10 (IS) olmasi veya Ph kromozomu > %35,
12. ayda BCR-ABL (IS) >% 1 olmasi veya Ph kromozomu pozitifligi,

Tedavi sirasinda herhangi bir zamanda asagidaki durumlardan
herhangi birinin olusmasi;

»
»
»
»
»

Tam hematolojik yanit kayba

Tam sitogenetik yanit kaybi

En az 2 ol¢gimle dogrulanmis MMY kaybi (>%1 in Gizerinde olmasi)
Mutasyon

Ph kromozomu pozitifligi ile birlikte klonal karyotipik anormallik

B) Intolerans gelismesi durumu; Grade 3-4 yan etki olusmasi



KML'de yan etkileri ile birlikte ikinci
sira tedavi secenekleri

Ponatinib
Pancreatik
enzim T, hipertansiyon, cilt
toksisitesi, trombotik
olaylar

Nilotinib
Pancreatik enzim T,
indirek hiperbilirubinemi,
hiperglisemi
QT uzamasi, kardiovaskiiler
olaylar

Dasatinib
Plevral /perikardiyal
eflizyon, kanama riski,
pulmoner arteriyel
hipertansiyon

Yaygin olaylar

Myelosupresyon
Transaminaz T
Elektrolit A

Bosutinib
ishal, bulanti/kusma,
dokiintl




Mutasyon analizi yapilmasi onerilen
durumlar

Kronik faz

* 3.ve 6. ay: Yetersiz baslangic cevabi (CCyR elde
edememe veya BCR-ABL < 10% (IS) olmamasi)

* 12.ay: TSY elde edilememesi

* 18.ay: TSY elde edilememesi

* Herhangi bir zamanda: THY, TSY veya MMY kaybi
* Herhangi bir zamanda: BCR-ABL> 10 X (> 1 log)
Hizlanmis faz veya blastik evreye ilerleme



= L2V LeukemiaNet"

European

European LeukemiaNet Recommendations for

Baccarani et al, Blood 2013;122:872-884

the Management of Chronic Myeloid Leukemia (CML)

Response definitions to 2" line therapy in case of failure of imatinib
(can be used provisionally, NOT for the response to 3line treatment).

Time Optimal response VETGILTH Failure
Baseline No CHR
Loss of CHR on imatinib
Lack of CyR to 1%t line TKI
High risk
3 mos. BCR-ABL" <10%* BCR-ABL" >10%* No CHR, or
Ph+ <65% Ph+ 65-95% Ph+ >95%, or
New mutations
6 mos. BCR-ABL" <10%* BCR-ABL" <10%* BCR-ABL" >10%*
Ph+ <35% (PCyR) Ph+ 35-65% Ph+ >65%%*
New mutations
12 mos. BCR-ABL" <1%* BCR-ABL" 1-10%* BCR-ABL" >10%*
Ph+ 0 (CCyR) Ph+ 1-35% Ph+ >35%*
New mutations
Then, MMR or better CCA/Ph- (-7 or 7g-) or Loss of CHR, or
and at BCR-ABL" >0.1% Loss of CCyR or PCyR
. New mutations
any time
y Loss of MMR**
CCA/Ph+

*and/or

**in 2 consecutive tests, of which one >1%

IS: BCR-ABL on International Scale

UPDATE

2013
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Allojenik nakil endikasyonlari

1) Tan1 aninda AP veya BP (TKI +/-KT sonrasi)
2) Baslangic imatinib cevabina gore:
- Primer direncli (gencse, 20 yas alt1)
- T3151 mutasyonlu ntiksler (ponatinib ve/veya allo-Tx)
3) Ikinci sira TKI tedavisine gére:
- Intolerans

r

- TSY elde edilememesi (6z.le yuiksek riskli mutasyonlarda)
- TSY kaybi







