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Gene discovery suggests new treatment approach for liver cancer

In a comprehensive analysis of human gene activation data, researchers from the
Centenary Institute have discovered that the dipeptidyl peptidase-4 (DPP4) gene family is
strongly implicated in the development of human hepatocellular carcinoma (HCC), the
most common type of primary liver cancer.

Reported in the journal ‘Cancers’, the research suggests that the DPP4 gene family and
the four enzymes that it contains should be further studied to support potential new
therapeutic approaches to fighting tumours found in the liver.

“In this study we interrogated a number of publicly accessible human gene databases
including The Cancer Genome Atlas to identify cancers associated with the DPP4 gene
family,” said Dr Hui Emma Zhang, researcher in the Centenary Institute’s Liver Enzymes in
Metabolism and Inflammation Program and co-senior author on the paper.

“We were focused on the four enzymes of the DPP4 gene family— DPP4, DPP8, DPP9
and fibroblast activation protein (FAP). The role of the DPP9 enzyme was of particular
interest as it hadn’t been studied previously with regard to liver cancer in humans,” Dr

Zhang said.

Results from the data mining and subsequent analysis undertaken by the research team
were revealing.

An association between high levels of the DPP9 enzyme and uterine and lung cancer was
found suggesting that further investigatory work in both areas was required.

Elevated levels of DPP9, DPP4, FAP and DPP8 enzymes were also discovered in liver
tumours and critically, were associated with poor survival rates in HCC patients.

“Our analysis indicates that high levels of all enzymes of the DPP4 family occur in liver
cancers, which encourages us to target these enzymes as a possible new therapeutic
approach to tackling the disease,” said Dr Zhang.

“With liver cancer incidence and mortality rates in Australia rapidly increasing new
treatment options are urgently required both to improve and to save people’s lives.”

Over 2,000 Australians die each year from liver cancer. The five year survival rate for liver
cancer is below 20%.
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About the Centenary Institute

The Centenary Institute is a world-leading independent medical research institute, closely
affiliated to the University of Sydney and the Royal Prince Alfred Hospital. Our research
focuses on three key areas: cancer, inflammation and cardiovascular disease. Our
strength lies in uncovering disease mechanisms and applying this knowledge to improve
diagnostics and treatments for patients.
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