
 

Immune-targeting drug combo shows
promise for lung cancer patients

February 17 2016

Lung cancer is the most common cause of cancer-related death in the
United States resulting in more than 158,000 deaths each year. With a
5-year survival rate at only 18 percent, the development of new and
improved treatment options is needed. Moffitt Cancer Center
researchers are leading the way in the creation of novel therapies. Most
recently, Moffitt, in conjunction with partner institutions, initiated a
multicenter phase 1b clinical trial to determine the safety and efficacy of
a new drug combination for non-small cell lung cancer that stimulates a
patient's immune system to target and kill cancer cells.

Tumor cells develop mechanisms to evade detection by the immune
system by expressing a protein called PD-L1. PD-L1 binds to its
receptor PD-1 found on immune cells to downregulate their activity.
Additionally, immune cells express a molecule called CTLA-4 that
inhibits their activation.

Durvalumab and tremelimumab are drugs in clinical development that
block the PD-1/PD-L1 and CTLA-4 pathways, respectively, and
function to restimulate the immune system to target tumor cells. Both
drugs have shown promising activity as single-agents in a variety of
clinical studies in different tumor types, and it has been hypothesized
that combining these two drugs may result in added clinical benefit.

Researchers enrolled 102 patients in with advanced non-small cell lung
cancer in the phase 1b study to evaluate the durvalumab and
tremelimumab combination therapy. The primary goal was to determine
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the safety profile of the drug combination and the maximum tolerated
dose of each drug.

The researchers found that durvalumab combined with tremelimumab
resulted in manageable toxicity. The most common overall adverse
events were diarrhea, fatigue, and itching, while the most common high
grade adverse events were diarrhea, colitis, and altered pancreas activity.
Most toxicities could be reversed by administration of
immunosuppressive drugs.

They also found that durvalumab plus tremelimumab has anti-tumor
activity in non-small cell lung cancer patients, with 23 percent of patients
achieving either a complete or a partial response in the group treated
with 10?20 mg/kg durvalumab and 1 mg/kg tremelimumab. Importantly,
the drug combination is active in patients with and without tumor
expression of PD-L1.

"The results suggest that this combination has potential as a treatment
option for patients with PD-L1-negative tumors whose needs are not
addressed by current therapies, including immunotherapies," said Scott
J. Antonia, M.D., Ph.D., co-lead author of the study and chair of the
Thoracic Oncology Department at Moffitt. "It also reinforces the
benefits of combination therapy in oncology."

The clinical activity of durvalumab plus tremelimumab in non-small cell 
lung cancer patients appears to be greater than either agent alone, as
reported in prior studies. These clinical results are promising; however,
the data needs to be confirmed in larger trials.

The clinical study was published in the Feb. issue of Lancet Oncology
and was funded by MedImmune, a subsidiary of AstraZeneca.
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