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Background

Monitoring and diagnosing drug-induced
liver injury (DILI) in clinical trials and new
drugs presents a critical challenge to
the pharmaceutical industry and patient
care. Hepatotoxicity has been the most

frequent single cause of drug marketing
safety withdrawals for the past 50 years,
and is the most common cause of aborted
drug development.

Until the establishment of IQ-DILI in June
2016, there had been no industry-led effort
focusing on clinical aspects of DILI, which
are not sufficiently covered by existing
guidance.

A collaborative initiative was launched in the International Consortium for : AbbVie
Innovation and Quality in Pharmaceutical Development (1Q) to tackle the AstraZeneca
challenges of DILI. :
T ) Bayer
Participation in 1Q-DILI enables member companies to: | Bristol Myers Squibb
best practices for the detection, monitoring, ©Eli Lilly

management and prevention of DILI in clinical trials and post-marketing

pharmacovigilance programs. EMD Merck Serono

Gilead
in cross-company clinical data-sharing to substantiate and Genentech
advance best practices.
GlaxoSmithKline
a capability to allow evaluation, prioritization, and execution of Janssen
research concepts of interest to IQ-DILI. _
: Novartis
gaps in best practices and current guidelines related to DILI. Otsuka
with key stakeholders and experts in the field, Pfizer
including regulators, academics, and other industry DILI collaborators.  Sanofi
Representatives from over 20 different organizations and academic : Takeda

institutions have participated in :
IQ-DILI meetings. : Theravance



Activities of the 1Q-DILI working groups include conducting industry benchmarking, developing data sharing
research questions, and authoring best practice papers. The Working Groups are focused on best practices for:

Monitoring and assessment of potential DILI in patients with

Abnormal Baselines e e e oo abnormal hepatic biochemical tests at baseline

Assessing immune-related liver injury due to immunotherapy,

Immunotherapy e ecececcesccse. including checkpoint inhibitors or other biologics

Adjustments in monitoring and assessment of DILI during

Nonclinical Translation ¢ e e e o e oo oo =~ . o ) .
clinical trials based on nonclinical toxicology findings

Addressing DILI in clinical trials and in post-marketing
Pediatrics « e e e e e e o o ¢« = » « « « « « pharmacovigilance activities in the pediatric (including
neonatal) population

Causality assessment in all patterns of DILI
Causality Assessment =« « « « « « « « « « (hepatocellular, cholestatic, hepatic steatosis, vascular) and
best practices for drug re-challenge

Investigating emerging, potentially translational biomarkers for

Biomarkers « e cceeeeeeeee . the assessment of DILI

Post-marketing pharmacovigilance programs and Risk
Evaluation and Mitigation Strategies (REMS) for DILI

Risk Mitigation & Pharmacovigilance

Monitoring, prevention, and management of Hepatitis B virus
Immunosuppression = ¢ « ¢ « o « o « « « reactivation during the development of immunosuppressing
drugs

Addressing knowledge gaps and proposing recommendations

DILIinElderly « ¢ ¢ e coceeeeee. for future research on DILI in the geriatric population
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