
• The IQ DILI Initiative 
held an engaging 
face-to-face meeting 
in June 2018 to discuss key 
questions in finalizing white 
papers co-authored by the 
IQ DILI working groups and 
invited academic and regulatory 
collaborators.  

• Working Groups are beginning 
to submit their manuscripts to 
the leading journals in the field.  

• Working Groups have started 
discussing and developing 
research questions for a data-
sharing effort in the next stage 
of the IQ DILI Initiative.

• IQ DILI continues to engage with 
key stakeholders on DILI issues, 
including TransCelerate, the Liver 
Forum, and DILIN. 

• IQ DILI will hold an 
In-Person Meeting 
in San Francisco, 
CA on November 8, 2018 for 
industry members and invited 
academic and regulatory 
experts. Registration will open in 
September.

• IQ DILI meetings for 2019 will be 
announced shortly.

If you are interested in learning 
more about the IQ-DILI Initiative, 
please contact:

Dr. William Treem
William.Treem@takeda.com 

Dr. Arie Regev
regev_arie@lilly.com 

Dr. Daniel Seekins
daniel.seekins@bms.com

Dr. John Marcinak
john.marcinak@takeda.com

IQ-DILI Secretariat
info@iqdili.org
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Chairs’ Reflections
It has been a little over two years since industry members formed the 
IQ DILI Initiative under the auspices of the International Consortium for 
Innovation and Quality in Pharmaceutical Development (IQ Consortium; 
www.iqconsortium.org).  This initiative was born out of the need for 
better methods of monitoring, diagnosing, and managing drug-induced 
liver injury (DILI) in the setting of clinical trials and during post-marketing 
pharmacovigilance activities. Currently over 60 physicians and scientists 
from 14 member companies in the pharmaceutical industry actively 
contribute to IQ DILI. As more new drugs are developed for primary liver 
diseases and for extra-hepatic conditions that result in liver injury, it has 
become more critical to identify biomarkers and clinical and laboratory 
criteria that signal potential DILI events during clinical trials. It is also 
increasingly important to identify potential findings from non-clinical 
studies that predict the need for more vigorous monitoring for DILI in 
upcoming clinical trials. 

This work requires close collaboration with experts from regulatory 
agencies that have pioneered work in this area, issued guidances, and 
sponsored highly informative meetings that have spurred investigation.  
It also is dependent on leveraging the expertise and organization of our 
academic hepatology colleagues who have been focused on the field of 
DILI. Our industry initiative has received an enthusiastic reception from 
both our regulatory and academic colleagues who have joined IQ DILI 
as participants in our working groups, contributors at our face-to-face 
meetings, and now reviewers and co-authors in our white papers. 

We have been actively engaged in reviewing the literature, as 
well as examining the experience in our companies in non-clinical 
investigations, clinical trials, and post-marketing pharmacovigilance 
activities through surveys and other activities. We have also solicited 
expert opinion to reach consensus on recommendations for best 
practices in a series of white papers. These papers focus on monitoring, 
diagnosing and managing DILI in areas such as clinical trials for 
nonalcoholic steatohepatitis, chronic hepatitis B or C, primary biliary 
cholangitis, primary sclerosing cholangitis, alcoholic liver disease, and 
in patients with cirrhosis. These white papers also address potential 
biomarkers for DILI in clinical trials, DILI in clinical trials of checkpoint 
inhibitors, best practices for conducting causality assessment of 
suspected DILI, and the role of non-clinical investigations in designing 
and executing clinical trials.  

In parallel with this current assessment of best practices, we have 
identified gaps in our knowledge and opportunities to leverage large 
amounts of aggregated data from clinical trials to begin to design data-
sharing projects with the potential to answer key questions about DILI.  
The IQ Consortium has been focused previously on preclinical data-
sharing projects; IQ DILI will be its first major foray into sharing clinical 
data.   Along with our academic and regulatory colleagues, we are in 
the process of defining initial projects and building the capability to 
establish a robust framework to accomplish this goal.  

We have plenty of room for participation from other IQ Consortium 
member companies who are not yet members of the IQ DILI Initiative. 
We hope to fill gaps in our knowledge of best practices as we move 
on to data sharing projects. As we consider the focus for new working 
groups, we hope that we can harness the expertise and experience of all 
IQ member companies that have an interest in this vital area of new drug 
development.    
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Consider bringing your company into the DILI Initiative: we will greatly benefit from broader participation, 
expertise, perspectives and resources from ALL IQ companies. Please forward this newsletter to your colleagues 
and ask them to consider joining our group! Individuals interested in joining the DILI Initiative are invited to 
attend upcoming face-to-face meetings as observers and are encouraged to contact the Secretariat  
(info@iqdili.org) to learn more about the initiative. We are always available to answer any questions you and your 
colleagues may have. 

Arie Regev, Eli Lilly 
Co-Chair, IQ DILI Initiative

Will Treem, Takeda 
Co-Chair, IQ DILI Initiative

 

IQ DILI Initiatives
Several white papers by IQ DILI Working Groups are scheduled for submission in 2018. These papers are the result 
of a two-year collaborative effort by six IQ DILI working groups and over sixty volunteers from industry, academia, 
and regulatory agencies to analyze benchmarking materials and create consensus on best practices treating, 
managing, monitoring, and preventing DILI. The manuscripts include:

• Best Practices for Detection, Assessment and Management of Suspected Acute Drug Induced Liver Injury 
During Clinical Trials in Patients with NASH (submitted July 2018)

• Best Practices for Detection, Assessment and Management of Suspected Drug Induced Liver Injury During 
Clinical Trials in Patients with Cholestatic Liver Disease

• Next Generation DILI Biomarkers: Biomarker Prioritization for Qualification and Best Practices for Biospecimen 
Collection

Additional publications and development of new white papers are anticipated for 2019.

June 2018 IQ DILI Meeting in Potomac, MD - A Summary
On June 1, 2018, members of the IQ DILI Initiative convened to present and discuss mature drafts of the DILI 
Initiative white papers, finalize consensus on white paper recommendations, and discuss ideas for research 
questions for industry data sharing and future white paper topics. IQ DILI members were joined by distinguished 
academic and regulatory guests, including the Initiative’s Academic Leads.

The meeting included breakout sessions with five IQ DILI Working Groups: Abnormal Baselines, Biomarkers, 
Causality Assessment, Immunotherapy, and Risk Mitigation & Post-Marketing Pharmacovigilance to explore 
consensus in predicting, monitoring, diagnosing, and managing DILI. The breakout sessions resulted in engaging 
conversation between industry, regulators, and academia, and provided valuable input for advancing the white 
papers. Working Groups are integrating the input into their draft manuscripts.

In the closing plenary session, members and external experts discussed data sharing research questions proposed 
for IQ DILI’s next phase of work. IQ DILI is interested in identifying opportunities to leverage existing data, as well 
as identifying additional data that can be gathered by companies during drug development and post-marketing 
surveillance. IQ DILI hopes that this data sharing exercise will substantiate best practices for DILI detection, 
monitoring, management, and prevention. Each Working Group shared in the closing plenary session specific 
research topics that could be addressed by a data sharing project. Research suggestions included:

• Are differences in baseline hepatic biochemical tests predictive of the risk of immune-mediated liver injury 
due to immune checkpoint inhibitors?

• How frequently are DILI cases observed in placebo arms? What is the underlying liver disease (if any)? What is 
the impact of concomitant medications?

• Describe the range of baseline liver tests in clinical studies of nonalcoholic steatohepatitis, primary sclerosing 
cholangitis, primary biliary cholangitis, hepatitis C, hepatitis B, compensated/decompensated cirrhosis, and 
oncology.

• For products with DILI risks, approved with either RMPs (risk mitigation plans) or with ARMM (additional risk 
minimization measures) in the EU, or with REMS (risk evaluation and mitigation strategies) in the US, what are 
the main components/measures that were required in those plans? Were there any unintended burdens to 
patients, health care providers and other key stakeholders derived from these measures? 

IQ DILI has formed a Data Sharing Committee to further explore these topics, as well as available databases and 
data sharing frameworks.
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