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*1990, Western hemisphere.
LLC = chronic lymphoid leukaemia; AML = acute myeloid leukaemia; ALL = acute lymphoid leukaemia.
Black RJ et al. EurJ Cancer. 1997;33:1075-1107.
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WBC = white blood cell; Ph+ = Ph chromosome—positive.
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Figure 1 Schematic diagram of the translocation tha  t creates the Philadelphia chromosome
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Figure 3. Signal-Transduction Pathways Affected by BCR-ABL.

The cellular effects of BCR-ABL are exerted through interactions with various proteins that transduce the oncogenic
signals responsible for the activation or repression of gene transcription, of mitochondrial processing of apoptotic re-
sponses, of cytoskeletal organization, and of the degradation of inhibitory proteins.77 The key pathways implicated so
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Cytogenetic Imatinib IFN-a + Ara-C
Response (n=553) (n=553)

- Complete (0% Ph+)* 375 (68%) 41 (7%)
- Partial (1%—-35% Ph+) 32 (15%) 71 (13%)
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Imatinib Nilotinib Dasatinib
(STI571) (AMN 107) (BMS354825)
Gleevec* Tasigna* Sprycel*
via Oral Oral Oral
Potencia 1 ~25 ~300
VY2 (horas) 20 15 5%
Dosis 400 mg QD 400 mg BID 100 mg QD
! "l "l "l
# % "
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. . Inactiva & & "' ()
Abl KD Inactiva Inactiva

Activa " (




Liver Disease O X
Pancreatitis O X
Chest/lung pathology X O
Auto-immune disease X O

Heart disease ? ?





















