What's Next? The Role of Stem Cell
Transplant and Integration of Novel Agents



Future Developments in CML Therapies



Current Therapy Is Not Perfect



IRIS 6-Year Update

Patients on Study/Discontinuations

Hochhaus A, et al . Blood . 2007:; 110. Abstract 25.



Progression Free and Event Free
Survival



Current Clinical Predictors

IRIS study: Patients with a high risk Sokal score had a lower rate of
CCyR (69%) than those with low or intermediate risk scores (89% and
82%, respectively). Sokal score did NOT predict rel apse in patients in
whom a CCyR was achieved.

Druker B etal. N EnglJ Med. 2006;355:2408-2417.

Goldman JM. Blood. 2007;110(8):2828-2837.
Thomas MJ et al. J Clin Pathol. 2001:54:491-493.
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The Early Prediction of Response — MMR




Probability of a Resistant Mutation
merging During Therapy
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Hammersmith Scoring System:
Key Findings



Imatinib Treatment and
Transplantation



Impact of Imatinib on Allotransplant
Outcome for Patients With CML



Impact of Imatinib on Allotransplant
Outcome for Patients With CML (cont’d)

I "# 83
% & " +$
() A
- H $ S !
/'0 $ &#H 1&




Transition obP2nldGemeeatinon
Tyrosine Kinase Inhibitors to
Front line Thesaqyy
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Phase Il Trial: Nilotinib as First-line Treatment
of CP-CML (GIMEMA CML Working Party)



GIMEMA Nilotinib Trial: Key Findings



Nilotinib in Previously Untreated
CP-CML



Best response, % N =53

CHR (n = 47) 100%
CCyR (n = 46) 98%
MMR (n = 47) 53%

Complete molecular response 21%




Phase Il Trial: Dasatinib in Untreated
CP-CML



Investigational ABL Kinase Inhibitors



MKO0457 in T3151 CML
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XL228

Cortes J, et al. Blood .2008: 112: Abstract 3232.



Biochemical IC50S of XL228 and
Comparator Compounds (nM)



Changes in WBC Count After Initiation of
Dose Escalation of XL228



Cortes J, et al. Blood .2008; 112: Abstract 3232.



Cortes J, et al. Blood .2008; 112: Abstract 3232.



Cortes J, et al. Blood .2008; 112: Abstract 3232.









“Cure” of CML

(sustained remissions off therapy)



- Imatinib mesylate + Imatinib mesylate

AN



Stop Imatinib (STIM) Study Update



STIM: Molecular Relapse



STIM Key Findings



