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Targeted therapy vandetanib improves progression-free survival in patients with
advanced non-small cell lung cancer
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The results of an international trial have shown that adding the experimental targeted therapy vandetanib to
docetaxel improves progression-free survival in patients with advanced non-small cell lung cancer (NSCLC)
whose disease has progressed after first-line treatment. This is the first phase Ill study to show that adding a
targeted therapy to second-line chemotherapy with docetaxel results in a clinical benefit for patients with
advanced NSCLC. ltis also the first phase Il trial of vandetanib for NSCLC, which is being evaluated for certain
types of thyroid cancer as well.

Vandetanib is a pill that targets two receptors already known to play a role in NSCLC - epidermal growth factor
receptor (EGFR) and vascular endothelial growth factor (VEGF). These receptors are targeted separately by
other drugs, but vandetanib is the first drug to target both.

In this study 1,391 patients who had previously been treated with chemotherapy were randomized to receive
the docetaxel and vandetanib, or docetaxel and placebo. After a median follow-up of 12.8 months, patients in
the vandetanib group had a 21 percent reduction in the risk of disease progression compared with patients in
the placebo group. The median progression-free survival time was 17.3 weeks in the vandetanib arm versus 14
weeks in the control arm.

While there was no statistical difference in overall survival, a significant improvement in objective response rate
was observed. Vandetanib treatment was also associated with an improvement in symptoms related to the
underlying cancer and a 22 percent reduction in the risk that symptoms would worsen. For example, it took
longer for patients in the vandetanib group to report that their disease symptoms, such as cough, weight loss,
and difficulty breathing, had worsened.

Some side effects were more common in the vandetanib arm, including diarrhea (42 percent versus 33 percent
in the placebo group), rash (42 percent versus 24 percent), and low white blood cell counts (32 percent versus
27 percent). Other side effects (nausea, vomiting, and anemia) were more common in the control group. About
22 percent of patients in the study discontinued vandetanib due to side effects, which is relatively low for a
second-line therapy in advanced lung cancer.

"Clearly in a disease as heterogeneous as lung cancer the need to target multiple pathways has become clear -
hence, this agent targeting two key pathways critical for NSCLC growth and metastasis is novel and could play
akey role," said Roy S. Herbst, M.D., Ph.D., chief of thoracic medical oncology at the University of Texas M.D.
Anderson Cancer center and the study's lead author. “The fact that more patients had an improvement in the
symptoms from their lung cancer suggests that the drug could be important for the future management of this
disease.”
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