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Abstract: Application of novel biomarkers to assess liver safety in clinical trials
The most problematic form of DILI is the delayed and sudden onset of hepatocellular injury that appears to often involve
an adaptive immune attack on the liver. It is now believed that there are a series of steps that must occur to “prime”
the liver for an adaptive immune attack due to a drug. These steps include stress or death of hepatocytes, creation of a
neoantigen on the surface of hepatocytes, release of damage associated molecular patterns (DAMPS) within the liver,
and activation of innate immune cells (e.g. Kupffer cells). There are now blood-based biomarkers that show great
promise to identify several of these steps when they occur in subjects in clinical trials, including distinguishing
hepatocyte apoptosis from necrosis, detecting release of DAMPS, and detecting activation of innate immune cells.
These new biomarkers are now being applied to early clinical trials of new drug candidates and data obtained with these
biomarkers have been used in regulatory submissions.

