
1 

 3  ḱ ṇ 

 

כֿ פּ CML  

TKI וֹ  

 

 

    

ṇ 

        

 



2 

78EP-#3 

 CML Ἥ , 1983 ð2008  

Years after diagnosis 

S
u

rv
iv

a
l p

ro
b

a
b

ili
ty

 

N=2830 
Primary imatinib, 2002ð2008 (CML IV) 

5-year survival, 93% 

IFN or SCT + Second-line imatinib, 1997ð2003  

(CML IIIA) 5-year survival, 71% 

IFN or SCT, 1995ð2001 (CML III) 

5-year survival, 63% 

IFN, 1986ð1994 

5-year survival, 53% 

Hydroxyurea, 1983ð1994 
Busulfan, 1983ð1991 

German CML Study Group, 2008. 
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IFN=interferon ; SCT=stem cell transplant. 

78EP-#4 

®  ITT  

100 

60 

20 

A
li
v
e
, 

 

40 

80 

10 

0 108 
0 

90 

50 

30 

70 

96 72 60 48 36 24 12 

Months since randomization 

84 

Overall survival 

Survival: deaths associated with CML 

ʦ Ồ♥8₴  

Ћ Ἥ 85  

CML ˥  

ḹֻ93  

IRIS 8 years Imatinib in CML-CP 

Deininger M. et al. ASH 2009. Abs 1126 
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Event 

Loss of CHR, 
Loss of MCyR, 
AP/BC, 
Death during treatment 

AP/BC 

®  

IRIS 8 years Imatinib in CML-CP 

Deininger M. et al. ASH 2009. Abs 1126 
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Marin D. et al.: Blood 112: 4437-44, 2008 
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Failure 
Ẻ

Ẁ  
ᵂ CHR ẕ CC R ẕ Ẁ 3 ̱ ₡/Ph  

CyR  
Ph 95  

Suboptimal Response 
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High risk  
̱

₡/Ph 4 

Warnings 
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ᵂ transcript level ʣ 5 ̱ ₡/Ph  

CC R MMR 1 
Optimal Response 

6- 7₴ Ἥ
100 Ẁ

ׄʣ ̵᷂  

ᾜ  
PCyR 

Ph 35  

1 BCR- ABL1/ABL1 ̀ ̟ἧ 0.1  International scale  
2 ® ר֞ BCR- ABL1 Ẁ 
3 ᶸ ר֞ ˃ BCR- ABL1 Ẁ 
4 ̱ ₡/Ph warning ѝ ʴ ḹ cֻlonal progression failure ѝ  
5 transcript levelʣ 2 10Ί ʣ ὑ  

Baccarani M., et al.: J. Clin. Oncol. 27: published ahead of print on November 2, 2009 

® ҧ ѨὑḨ  
ѧ ר CML 1st line  

CHR  
ᾜ  
Minor CyR 
Ph 65  

ᵂ MMR 1 ̊ʣ  

ᵂ MMR 1 ẕ Ẁ 2 

CyR  
Ph 95  

PCyR 
Ph  1 35  

MMR 1  PCyR  
Ph 35  

CHR  
PCyR  
Ph 35  

CC R  

MMR 1  

ELN  
recommendations 

 ͈ ®400mg/  

®  
suboptimal response 

®  
 ḹֻ allo- HSCT 2 

®  failure allo- HSCT 

1. CML 

Baccarani M., et al.: J. Clin. Oncol. 27: 6041- 6051, 2009 

1 AP/BC T315I  

1st. line  

2nd. line  

3rd. line  

ᶸsuboptimal response ᶸṔ  

ᶸfailure 
allo- HSCT 

ᶸṔ  

®suboptimal response 
® ֿ  
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®failure 
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allo- HSCT 1 

®ʥ ὦ ®  

2 warnings ® HR EBMT risk score֔2  

ELN  

recommendations 

ELN  

recommendations 
Treatment recommendations 
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Rea D et al.: Leukemia 2009: in press  
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ENESTnd 

DASISION 

CML  #198 -#16  

Methods   

Study design and endpoints  

Follow-up  
5 years 

Imatinib 400mg QD n=283  

Nilotinib 300mg BID n=282  
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*  

Nilotinib 400mg BID n=281  

* Stratification by Sokal risk score.  

¸Primary endpoint: MMR at 12 monthsÀ 

¸Secondary endpoints: MMR and CCyR beyond 12 months, time to MMR and 
CCyR, event-free survival EFS , progression-free survival PFS , time to 
AP/BC, overall survival OS  

À The ENESTnd trial met its primary endpoint of MMR at 12 months in patients treated with nilotinib 300 and 400mg BID 
vs imatinib p 0.0001 .1 

1. Saglio G, et al. N Engl J Med 2010; 362: 2251-2259. 

N=846 217 centers 35 countries 

#484 -EHA 2011  
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CML  #198 -#19  

Cumulative Incidence of 

MMR
*  

* Intent -to-treat ITT  population used for all efficacy analyses. 

100 

20 

60 

10 

0 

30 

P
a
ti
e

n
ts

 w
it
h

 M
M

R
, 

 

80 

40 

90 

50 

70 

0 3 6 9 12 15 18 21 24 27 30 33 

Time since randomization 
months  

Imatinib 400mg QD n=283  

Nilotinib 400mg BID n=281  

Nilotinib 300mg BID n=282  

71 , P 0.0001 

67 , P 0.0001 
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55 , P 0.0001 
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By 12 months 

Ǥ  24 -28  

Ǥ  23 -27  

#484 -EHA 2011  
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#6511 -ASCO 2011  

 

Cumulative incidence of 

CMR
4

  

Data cut-off: 20 Aug 2010 

* Equivalent to BCR-ABL transcript levels of 0֒.01  IS  
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Imatinib 400mg QD n=283  

Nilotinib 400mg BID n=281  

Nilotinib 300mg BID n=282  

39 , P 0.0001 

33 , P 0.0001 

18  

By 24 months 

6  

By 12 months 

Ǥ  15 -21  

20 , P 0.0001 

15 , P =0.0004 

Ǥ  9 -14  

CML  #198 -#22  
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CML  #198 -#23  

Cumulative incidence of 

CMR
4.5   

Data cut-off: 20 Aug 2010 

* Equivalent to BCR-ABL transcript levels of 0֒.0032  IS  
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Time since randomization 
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Imatinib 400mg QD n=283  

Nilotinib 400mg BID n=281  

Nilotinib 300mg BID n=282  

25 , P 0.0001 

19 , P =0.0006 

9  

By 24 months 

11 , P 0.0001 

1  

By 12 months 

Ǥ  10 -16  

Ǥ  6 -10  

7 , P 0.0001 

CMR Nilotinib 12  
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CML  #220 -#26  

Progression to AP/BC
 

Data cut-off: 20 Aug 2010 

Imatinib 400mg QD Nilotinib 300mg BID Nilotinib 400mg BID 
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Including clonal evolution 
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0.7  1.1  4.2  0.7  1.8  6.0  

p=0.0059 
p=0.0089 

p=0.0003 

p=0.0196 

¸ Progression events after discontinuation of treatment occurred in an additional 7, 2, and 6 patients excluding 
clonal evolution  in nilotinib 300mg BID, nilotinib 400mg BID, and imatinib arms, respectively; progression within 
60 days of discontinuation occurred in 1, 1, and 2 of these patients across respective arms 
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CML  #198 -#28  

Grade 3/4 myelosuppression and 

biochemical abnormalities by age  
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Efficacy of 2 nd-TKI in Phase 2 frontline study  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 
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Efficacy of 2 nd-TKI in Phase 2 frontline study  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 

Efficacy of 2 nd-TKI in Phase 2 frontline study  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 
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Efficacy of 2 nd-TKI in Phase 3 ENESTnd and 
DASISION  Trial ( 12M  follow up data)  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 

Efficacy of 2 nd-TKI in Phase 3 ENESTnd and 
DASISION  Trial ( 12M  follow up data)  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 
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Efficacy of 2 nd-TKI in Phase 3 ENESTnd and 
DASISION  Trial ( 12M  follow up data)  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 

Efficacy of 2 nd-TKI in Phase 3 ENESTnd and 
DASISION  Trial ( 12M  follow up data)  

Kantarjian  HM, et al. Clin Cancer Res.  2011 Feb 9 
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#6511 -ASCO 2011  CML  #159 -#44  

 Probability of CMR by 60 months  

181 de -novo patients 400/600 mg imatinib  tested in 

Adelaide  

Branford et al. Blood. 2008: 112. Abstract 2113.  
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Nilotinib ʦ MMR ̭  
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P=0.0037 

P=0.0095 

M̧MR ͈ AP/BC ͈  

Nilotinib 300 mg BID       Nilotinib 400 mg BID       Imatinib 400 mg QD 

¬MMR = ®AP/BC 

Saglio G, et al. ASH 2009. Abs # LBA- 1 (oral). 
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WBC 282000/m Baso 3.3% Blasts 2.0%  

Promyelo 2.0% Myelo+Metamyelo  39.4%  

Hb 9.9g/dl   MCV   88.9       Reti  42ă 

PLT  51.1 109/L 

Sokal score 1.03 (Int) 
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 ͈ Imatinib 6 MMR  

   ₴ ὶ ♬ Nilotinib  

   ў   

 

  Nilotinib ў ♥ 7 Amp-CML 5  

   ї ̊ʤ  

 

  Imatinib ⱨ ʤ Nilotinib  

   ў ẕ  

Case 1  

WBC 197000/ɛBaso 2.7% Blasts 2.0%  

Promyelo 3.7% Myelo+Metamyelo  27.3%  

Hb 9.4 g/dl   84.0   Reti 27ă 

PLT  73.3 109/L 

Sokal score 1.43 (High) 
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