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cll line (NB-EBc1), and a T-cell
ALL cell line (MOLT-4).

« Each of these cell lines had
minimum T/C values > 25%,
suggesting a growth inhibitory
rather than a cytotoxic response

to AZD6244.

Statistical Methods: Eventree survival (EFS) distributions of each treatment group were
compared to the EFS distribution of the respective control group using the exact log rank test. P-
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CONCLUSIONS

. AZDGZM in vitro ac(lvlty was most pronounced for Kasumi-1, an AML cell line with
KIT The resp of Kasumi-1 to AZD6244 is similar to that
previously described for AZD6244 against selected B-Raf and Ras mutant cell lines.
Other PPTP cell lines showed only limited response to AZD6244.
. AZDGZM was well tolerated at the dose and schedule used for in vivo testing.
. in EFS in the majority of xenografts in
the glioblastoma panel (3 of 4) and in one-half of the xenografts from the
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Red shading in the p-value columns indicates a significant difference in EFS distribution or Tumor Volume T/C
between treated and control groups. Shading in the EFS columns indicates xenografts that have either high
(dark blue), intermediate (light blue), or indeterminate (gray) activity.

panel (3 of 6), but in none of the evaluable xenografts in the Ewing,
Wilms, neuroblastoma, and ALL panels.

= AZD6244 did not induce objective responses in any of the solid tumor panels or in
the ALL panel. The best response to AZD6244 was PD2 (progressive disease with
growth delay), with PD2 activity concentrated in the glioblastoma panel (2 of 4) and
the osteosarcoma panel (3 of 6).

= Constitutive phosphorylation of ERK was in the PPTP
xenografts (data not shown), indicating baseline MEK activation for the xenografts

» Potential areas of future focus in PPTP evaluations of AZD6244 include:
« Documenting the extent and duration of MEK inhibition at the dose/schedule
evaluated for efficacy testing, and
of AZD6244 with other signal transduction

values were 2-sided & were not adjusted for multiple given the nature of
this study. P-values < 0.05 were considered to be significant.
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