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AOC3 activity relative to baseline. Mean AOC3 activity relative to baseline
versus time curves after once daily administration of 1 mg, 3 mg, 6 mg or 10 mg
BI 1467335 or placebo for up to 85 days (whole profile days at Day 1, 28 and
84; FAS). Error bars show standard deviation from the mean. Source data are
provided as a Source Data file. Dotted line indicates 20% residual AOC3 activity
relative to baseline. AOC3 amine oxidase copper-containing 3, FAS full analysis
set. Credit: Nature Communications (2023). DOI: 10.1038/s41467-023-42398-w
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An international clinical trial involving Birmingham Professor Phil
Newsome identified a promising target for patients with non-alcoholic
steatohepatitis (NASH), as reported in a paper published yesterday (Nov.
6) in Nature Communications. The research team demonstrated that an
oral inhibitor of amine oxidase copper-containing 3 (AOC3)—a protein
involved in liver inflammation that can lead to fibrosis, cirrhosis and
liver cancer—successfully suppressed this protein and reduced liver
injury.

The study, which tested an oral inhibitor produced by pharmaceutical
company Boehringer Ingelheim, builds on the University of
Birmingham's long-standing work on AOC3 inhibition led by David
Adams and Chris Weston, and validates this protein as a promising target
to reduce liver inflammation, with the potential for subsequent
beneficial effects on fibrosis in patients with NASH.

The current standard of care for NASH is limited to lifestyle
interventions, such as weight loss and exercise, which reduce
inflammation and, indirectly, fibrosis. Building on this trial,
pharmaceutical research company Pharmaxis will explore the potential
to develop a safe and effective pharmacological treatment for NASH
patients.

Study lead Phil Newsome, Professor of Hepatology at the University of
Birmingham's Institute of Immunology and Immunotherapy, Director of
the Center for Liver and Gastrointestinal Research and of the NIHR
Birmingham Biomedical Research Center, and Honorary Consultant
Hepatologist at University Hospitals Birmingham NHS Foundation
Trust, commented, "This study provides a clear rationale for AOC3
inhibition in the management of patients with metabolic dysfunction-
associated steatotic liver disease."

The trial
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https://www.nature.com/articles/s41467-023-42398-w
https://medicalxpress.com/tags/liver+inflammation/
https://medicalxpress.com/tags/weight+loss/
https://medicalxpress.com/tags/liver/


 

The Phase II trial aimed to assess the safety, tolerability and biochemical
and physiological effects of different doses of oral AOC3 inhibitor BI
1467335 during a 12-week treatment period.

To do so, between 2017 and 2019 it enrolled 114 NASH patients from
44 centers across Europe and North America. Participants were
randomly assigned to one of five treatment groups, who received at least
one daily dose of either BI 1467335, in different dosages, or a placebo.

After 12 weeks of treatment, researchers observed that BI 1467335
strongly inhibited AOC3 in participants with NASH, with doses above a
minimum threshold dependently reducing the levels of liver injury
biomarkers.

The trial confirmed the importance of AOC3 as a target and will be
taken forward by Pharmaxis.

  More information: Philip N. Newsome et al, A randomised Phase IIa
trial of amine oxidase copper-containing 3 (AOC3) inhibitor BI 1467335
in adults with non-alcoholic steatohepatitis, Nature Communications
(2023). DOI: 10.1038/s41467-023-42398-w
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