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Abstract

The RAS-RAF-MEK-ERK pathway is an attractive target for cancer therapeutics because
of its role in both proliferation as well as cell death. Indeed, members of this pathway are
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Synergy Screen for RDEA119 over Multiple Drug Categories
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Celllines were assessed as above (or by isobolographic

analysis).

Female Balb/c nu/nu mice were implanted s.c. with 2.5 million Huh7
cells. Treatment began 21 days later when the average tumor size
reached 300mm?. Animals were culled during the study if tumors
reached 2000mm?, Treatments were generally well tolerated.

Inhibition of Raf by Sorafenib may play a Role in RDEA119 + Sorafenib Synergy

Synergy of RDEA119 with Raf Inhibitors
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Sorafenib inhibits VEGFR, EGFR, cKit, and Raf kinase
activity.

Sunitinib, which inhibits VEGFR, EGFR, cKit, and FIt3,
but not Raf, does not synergize with RDEA119 in cell
lines where sorafenib does (data not shown).

Raf inhibitors GW5074 and Raf265 both synergistically
inhibit Hep3B cell proliferation in combination with
RDEAL19.

This suggests that Raf inhibition in combination with

RDEA119 Synergizes with Gemcitabine in Several Cancer Cell Lines

G361 Melanoma Cells A549 NSCLC Cells MiaPaCa-2 Pancreatic Cells
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MEKZ/2 inhibition may be beneficial as an
therapy in certain tumors.

Isobolograms showing synergy of RDEA119 and gemcitabine in inhibiting proliferation of three different cell lines. Points below the

isobole indicate a synergistic interaction,

RDEA119 Synergizes with the mTOR
Inhibitor Everolimus in a Colon Cancer Line
Carrying K-Ras and PIK3CA Mutations

HCT-116 Colon Cancer Cells
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HCT-116 cells were treated as indicated for 5 days and then cell
number was assayed using Cell Titer Glo. Each point represents
the mean of triplicate wells -/+ SEM. Resuls are representative of
multiple experiments

Conclusions
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RDEA119, a potent and selective inhibitor of MEK1/2,
is progressing through a Phase 1 trial in advanced
cancer patients. We demonstrated the potential for
synergistic combinations of RDEA119 with other anti-
cancer agents.

RDEA119 shows strong synergy with sorafenib
across many cell lines, as well as in preclinical
models (see also poster #3692, C. Yu et al). This
combination is currently being evaluated in a clinical
trial.

Inhibition of Raf kinase by sorafenib may play a role
in the synergy seen with RDEA119.

Several other drugs, when combined with RDEA119,
behave synergistically in blocking cell proliferation.
Further evaluation of these interactions is in progress.
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