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DECISION: Sorafenib is first drug in four decades to be shown effective for
treatment-resistant differentiated thyroid cancer
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Arandomized phase Il study, DECISION, finds that the targeted drug sorafenib stalls disease
progression by five months in patients with metastatic differentiated thyroid cancer that has
progressed despite standard radioactive iodine (RAI) therapy. If approved, sorafenib would become
the first new active drug for this form of thyroid cancer in 40 years.

Differentiated thyroid cancer is the most common subtype of thyroid cancer, accounting for about
85 percent of the 60,000 thyroid cancer cases diagnosed each year in the United States. Although
differentiated thyroid cancer generally has high cure rates following standard treatment — surgery
and RAI- roughly 5-15 percent of patients develop RAI resistance. The only approved treatment for
those patients, doxorubicin, is rarely used due to its low efficacy and high toxicity. This is the first
time a kinase inhibitor has been assessed for this indication in a large clinical trial.

"After having no effective drugs for these patients for so many years, it is very exciting to find an oral
drug that stops growth of the cancer for several months," said lead study author Marcia Brose, M.D.,
Ph.D., an assistant professor of otolaryngology and head and neck surgery in the Abramson
Cancer Center and the Perelman School of Medicine at the University of Pennsylvania in
Philadelphia, Pa. "For these patients, a longer progression-free survival means more months
without hospitalization and invasive procedures to control pain and other symptoms. This is the first
time we have had a systemic treatment that can help.”

In this study, 417 patients with metastatic, RAI-resistant differentiated thyroid cancer were randomly
assigned to receive sorafenib or placebo. Patients were allowed to cross over to the sorafenib arm
upon disease progression. The median progression-free survival was 10.8 months in the sorafenib
group vs. 5.8 months in the placebo arm. Tumor shrinkage of 30 percent or more was observed
in12.2 percent and 0.5 percent of patients in the sorafenib and placebo arms, respectively. An
additional 42 percent of patients in the sorafenib arm had stable disease for 6 months or longer for
a disease control rate of 54 percent, compared with a disease control rate of 34 percent in the
placebo arm. Overall survival data are not yet mature.

"Few good options exist for patients with these more aggressive thyroid cancers, so these findings
offer renewed hope and momentum for patients and researchers alike. Sorafenib provides
meaningful activity for these patients, nearly doubling progression-free survival. Future studies will
help identify which patients can benefit most from this therapy, and how other targeted therapies
may further improve the outcome for these patients," said Gregory Masters, M.D., ASCO
spokesperson and head and neck cancers expert.

Further analysis of data from this clinical trial is planned to find markers that would help identify
patients that respond well to sorafenib and those that may need additional therapy. Unfortunately,
the disease will eventually progress after sorafenib treatment in most patients. Additional treatment
options still need to be developed for use as second-line agents and beyond.

Sorafenib is a multi-targeted drug that blocks two distinct proteins — Raf kinase and VEGF receptor
kinase —which control tumor cell division and growth of tumor blood vessels, respectively. The drug
is already approved in the U.S. for the treatment of advanced kidney cancer and inoperable liver
cancer.

This research was supported in part by Bayer HealthCare Pharmaceuticals and Onyx
Pharmaceuticals.
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