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Survival in Early Chronic Phase CML

Quintas-Cardama, et al. Mayo Clin Proc . 2006; 81: 973-88.



Survival Post Imatinib Failure by CML Phase

Kantarjian, et al. Cancer. 2007; 109: 1556-60.



IRIS 7-Year Update
Outcome After Imatinib

At least
37% eligible
for 2nd line

therapy




Refractory CML: Rational
Treatment Strategies



When to treat?
Treat with what?

How long to treat?



Criteria for Failure and Suboptimal
Response to Imatinib

Response

Time (mo . . .
(mo) Failure Suboptimal Warning
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Proposed Management of CML
Depending on Response

Response Management (2006)
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Events (%

6 (67)
5 (50) p<0.0001

14 (6)
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IRIS - EFS by Molecular Response With
Imatinib at 18 Months
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Who to treat?

Treat with what?

How long to treat?



Better Outcome on Dasatinib with Earlier
Intervention

* Status at IM NG Percentage

failure - CCyR 2-yr EFS 2-yr PFS



Response to Imatinib After Imatinib
Failure by Response to IFN

Response to Percent by relapse type

imatinib Hematologic Cytogenetic



Who to treat?

When to treat?

How long to treat?



Outcome After Imatinib Dose Increase

2-year (%)

% outcome after dose from dose

oSS
CCyR MMR CCyR EFS TFS

85 36

Jabbour, et al. Blood . 2009:113:2154-60.



Inhibition of Bcr-Abl

ATP-bindin L
J T315l-active Non-kinase

Bcer-Abl  Abl & Src Inhibition



Comparative Efficacy of TKI Against
Bcr-ABL-Transfected Ba/F3 Cells

O’Hare, et al. Cancer Res . 2005:;65:4500-5.



Dasatinib in CML Chronic Phase After
Imatinib Failure (START-C)

® Parameter Percent



Dasatinib vs HD Imatinib in CML (START-R)

Percent Response

®* Qutcome
Dasatinio HD IM p value



Nilotinib iIn CML Chronic Phase Post
Imatinib Failure

¢ Qutcome Percent



Bosutinib (SKI-606) in CML and Ph+ ALL

*Response (%) in CP, prior imatinib only (N = 102)

Resistant Intolerant
N =69 N =33



Dasatinib and Nilotinib in CML

Parameter Dasatinib Nilotinib Bosutinib






How to Select 2 " Generation TKI?

Baccarani, etal. Blood . 2008:;112: Abstract 450.
Cortes, et al. Blood . 2008;112: Abstract 1098.
Kantarjian, et al. Blood. 2008;112: Abstract 3238.



How to Select 2 " Generation TKI?

Baccarani, etal. Blood . 2008;112: Abstract 450.
Cortes, et al. Blood . 2008:112: Abstract 1098.
Kantarjian, et al. Blood. 2008;112: Abstract 3238.



Sensitivity of Mutations to TKI

|C50-fold increase (WT=1)

Imatinib Bosutinib Dasatinib Nilotinib
1 1 1 1
1.39 0.31
0.96 1.58
16.99 10.31
0.60 1.44 2.00
0.95 1.64
1.54 26.10 1.34
17.50 45.42 75.03 39.41
1.76 0.70 0.88 0.44
0.93 1.49
1.28 0.47
0.43 1.07
0.81 1.63
0.35 1.16 0.69 0.49
1.85

Highly Resistant Sensitive



Response Rates by Individual Mutation
In vitro 1C.,to Dasatinib (Excluding T315l)



IC., >3nM: Q252H,
E255K/V, V299L,

Talbl & F3171
7% of all patients

Hochhaus, et al. Blood. 2008; 112: Abstract 1095.
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1C., 2150nM: Y253H,

OS5 (3181
F359C/V
16% of all patients

OJEOON




Emergence of Mutations with
Sequential TKI Therapy






Occurrence of Mutations Predicted from In

Vitro Models
NILOTINIB
This series In vitro
DASATINIB N models*
This series In vitro
N=10 models*

Total match  80% patients

Total match  67% patients

Cortes et al. Blood . 2007;10(12):4005-11.
*Burgess, et al. PNAS. 2005;102: 3395-400; von Bubnoff, et al. Blood . 2006;108: 1328-33;
Bradeen, et al. Blood . 2006; 108: 2332-8.



Who to treat?
When to treat?

Treat with what?



Response | % AP/BP/Death/CHR
@ 12 mo loss Next Year
VCYR

No MCyR (27)

MCyR (59)




PFS by MMR at 12 Months with Dasatinib
After Imatinib Failure
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MMR at 12 months 275 96% 93%—-98%



PFS at 24 Months by Response to
Dasatinib at 12 Months

MCyR |[CCYyR MMR



Response (and Failure) to 2 " Generation
TKI: What Does this Mean?



Managing Refractory CML



Questions?



